PATENT OFFICE 


JAPANESE GOVERNMENT 

This is to certify that the annexed is a true copy of 
the following application as filed with this Office. 


Date of Application: December 24, 1990 

Application Number : 413679/1990 

Applicant : TAKEDA CHEMICAL INDUSTRIES, LTD 


April 5, 1991 


Commissioner, 

Patent Office Satoshi UEMATSU (sealed) 


Certified No. 03-100056 



PATENT APPLICATION 

December 24, 1990 

Honorable Director-General 
Patent Office 

(Ref. No.) A90481 

(International Patent Classification) C07D235/24 
(Title of the Invention) Benzimidazole Derivatives 
(Number of Claims being) 2 
(Inventor) 

(Address) 15-711, 4 Kamokogahara 1-chome, Higashinada-ku, 
Kobe, Hyogo, Japan 

(Name) Takehiko NAKA 

(Inventor) 

(Address) 5-19, Oharano-Kamisatotorimicho, Nishikyo-ku, 
Kyoto, Japan 

(Name) Kohei NISHIKAWA 

(Applicant) 

(Id. No.) 000002934 

(Address) 3-6, Doshomachi 2-chome, Chuo-ku, Osaka-shi, 
Osaka, Japan 

(Name) TAKEDA CHEMICAL INDUSTRIES, LTD. 

(Representatives) Yoshimasa UMEMOTO 
(Agent) 

(Id. No.) 100089543 

(Address) c/o Osaka Factory of Tekeda Chemical Industries, 
Ltd., 17-85, Jusohonmachi 2-chome, Yodogawa-ku, 
Osaka-shi, Osaka, Japan 

(Patent Attorney) 

(Name) Hiroshi IWATA 


1 


(Agent) 

(Id. No.) 100071951 

(Address) c/o Takeda Chemical Industries, Ltd., 

12-10, Nihombashi 2-chome, Chuo-ku, Tokyo, Japan 

(Patent Attorney) 

(Name) Yasuo ASAI 

(Agent ) 

(Id. No.) 100073955 

(Address) c/o Osaka Factory of Takeda Chemical Industries, 
Ltd., 17-85, Jusohonmachi 2-chome, Yodogawa-ku, 
Osaka-shi, Osaka, Japan 

(Patent Attorney) 

(Name) Tadao ASAHINA 

(Agent) 

(Id. No.) 100077012 

(Address) c/o Osaka Factory of Takeda Chemical Industries, 
Ltd., 17-85, Jusohonmachi 2-chome, Yodogawa-ku, 
Osaka-shi, Osaka, Japan 

(Patent Attorney) 

(Name) Ryu IWATANI 

(Agent ) 

(Id. No.) 100079647 

(Address) c/o Osaka Factory of Takeda Chemical Industries, 
Ltd., 17-85, Jusohonmachi 2-chome, Yodogawa-ku, 
Osaka-shi, Osaka, Japan 

(Patent Attorney) 

(Name) Hiroshi MUKAI 

(Priority claimed on the basis of the original application) 

(Application No.) 113148/1990 

(Application Date) April 27, 1990 


2 


(Priority claimed on the basis of the original application) 
(Application No.) 141942/1990 
(Application Date) May 30, 1990 

(Priority claimed on the basis of the original application) 
(Application No.) 208662/1990 
(Application Date) August 6, 1990 

(Priority claimed on the basis of the original application) 
(Application No.) 264579/1990 
(Application Date) October 1, 1990 

(Official Fee) 

(Payment ) Credit 

(Account No.) 005142 

(Amount) 14,000 Yen 

(Document attached) 

(Document's Name) Specification 1 
(Document's Name) Abstract 1 

(No. for General Power of Attorney) 9000050 

(No. for General Power of Attorney) 9000051 

(No. for General Power of Attorney) 9000052 

(No. for General Power of Attorney) 9000053 

(No. for General Power of Attorney) 9000055 


3 


IN THE MATTER OF Japanese Patent 


Application in the name of 
TAKEDA CHEMICAL INDUSTRIES, LTD. 


< 


DECLARATION 


I, Takao IMAIZUMI of Kawase and Saito International 
Patent and Trademark Office, Akasaka-Taisei Building, 

1-1-18, Akasaka, Minato-ku, Tokyo, Japan, do hereby solemnly 
and sincerely declare that I am well acquainted with the 
English and Japanese languages and that attached document "A" 
is a full, true and faithful translation of the document "B", 
a certified official copy of the documents in respect of a 
patent application filed in Japan on December 24, 1990 under 

No. 413679/1990. 


Signed this 21st day of June, 1991 



_ 

Takao IMAIZUMI 


t 



■V: 



^ S t fF /? 

PATENT OFFICE 
JAPANESE GOVERNMENT 



*i-t v* & ^iiTis<5omgi«*c *lt 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 


m m #■ n b 

Date of Application: 199 0^12^240 

ijj ]gg ;g|: -5|- 

Application Number: 2 4 1 3 6 7 

SplicanUs): A 


AiO 



Y< 



CP 


.'“t 


r \ 

o' 




1 9 9 1^ 4 J3 50 


» Jf /T « W 

Commissioner, 
Patent Office 





r 


03-100056 


Best Available Copy 


02—413679 


mm% r] 

[fe T$fc] 

mw<D&m 

mmm'i 

[MXttM] 

[J££3 

mmm 

i&ffix&mmi 

[J££] 

imm #] 

CfSfg#] 

[ftSA] 

[#a±] 

[MA] 


A90481 

^ 2 ^ 12^240 

C07D235/24 

Kyx^f s. 

2 


1TB4#15-711# 

# mm 

^#^IS5r&©^EAMW-bM^MWr5#%© 1 9 

®/ii 

000002934 

*Krf?«£*K£#Wr:T 03f6t 

mt miE 

100089543 

= 2T017#85# SffliSX 

& 


[»80##] 100071951 

[&mx&^ffi] *JK»**KB*®:1T0 12#10f pSHHi&X 

[#3ffi±] 


1 


03-100056 


02—413679 


C 

[ftlA] 

[ftmxtejgm] 

[#31±] 

[MA] 

[ftffiXteJgffr] 

[#a±] 

mm&m 


Bn A#* 

100073955 

A^^llfE+H^Wr 2TS17#85# SHiSX 

100 JS* 

100077012 

ARr^«;iiE+S3f;l»r 2TS17S85f SSH^i&X 
iR«c^a AiXifi 

flB 

100079647 

AR^/IIE+X^mr 2TI17#85# 

Aixift 


[#3®±] 

[J££Xli£f90 l«J# # 

[ft© mnucs^ < M$fc=mxsg] 

[ffi*##] 2^ffMmil3148# 


[ffi«0] 2^ 4j?270 


[ft© 

[ffiW#-^] 2^#fF®mi41942# 

[ffiHB] 2^ 5^30 0 

[ft©ffl«ic3s^ < ^ftitxsgj 

[ffi®##] 2^#f0^2O8662# 

[tB0Q] 2^ 8J? 60 


2 


03-100056 


02—413679 


[ffi®##] 2^#f^M^264579# 

CffiMB] 2^10H 10 

[3HR»©3Sb%] 


[*«##$£] 

005142 

14,000 B 

m®-&\ mmm i 

[#>#£] H&J# l 

9000050 

9000051 

9000052 

9000053 

9000055 


3 


03-100056 


02—413679 






mmm 

mmazm 

[»##i] & 

at i] 


r <C“*>iT<J 


x-^ ^ 
R 2 



K4>, ^AfcfcjSR' T?^;fo2*l£SJ^lC£ e>tcS^S£^LTV'T%J:V'^ 

R 2 fcm^:T>£^JE&U'2»S*£fcfcJ:^;mc^Ee>-S>S£^U X\ty^—U> 
a t 7 ac—;i/*^^ fc 2 JS1T © ^ ^ --9—5: ^ L T M A L T V' e r 

££^b, R' ^ Kfls£*iTV'T%<fcV':#;i//tf 3rS/;i/£;m 

L, Ytt-O-, - (SOm) mfcfcO , 1 t.taii.2 (N 

R 4 ) -(sScK <£V'y;i/3f;i/^£^f)£^L 

, nlil $.fclZ2<DMM$:i*'*]'Vm£>Zm>it'&m$ir=.lZ*<Dl& 0 
Hf#3®2] R' ^-CO-D' [5$^ D' li7K^Sfe<&V>liT;i/^r;i/BP^ 

r^y, ad^>, <s$r (c 2 _ 6 ) >r;i/^-^r'>, 1 -i&m ( 

Cj.g) T;i/ndrS>^;i/7}f-;i/^-=3p'>^fett<gj^ (C^) 7/l/n3f'$/*etttft3*i 
TV'T^J^iSM (C^) 

mm&it&w 
mmvmM&Mmi 
[0 0 0 1 ] 

[M*±©frjffl^lSF] 

*»wtt*4xfc«3a^ffls:3rrs*f*^>x>f ^ #\r-)vmm<bi$ 

$£&ci¥L<wu *mmiz&titeTy'yyt9'yi/yimmi , iFmi8£T$ikm&T 


L> 


1 


03-100056 



02—413679 


zm u tizomm 

Mb 2] 



[i£tp, m AtesSR' <fcV%/< 

yHyMZmb, R 1 tt7K^^fc»gg|$tiTV>T%«fcv%^t:^K^*5:^L^ 
R 2 &m^*y*mf&b?2>mtLfci**tnz$tbt>2>m*:jjkL. x»7x-i/> 
m n ? a :-jimxmm $. r=. 2 jsit© * -■-9— & ft b x && vx \> > s z: 

i:&3tb. R' Rb^tiTV'Tt).!:S/;i/£;^ 

U Yfcfc-O-, ~ (SOb) -(5£4>, mliO , 1 (N 

R 4 ) Sratb 

> n«l $Lfcte2<D&WtZ7F-t}T*&£>ZtlZ>it'&y!)lS£Xf : Z:<D&izm'tZ>o 
[0 0 0 2 ] 

>£/ y^h i:l^jfiijEhjS©B5^lco v\T &, T > V^r^-y 

yy\i*L%.i8,-*z>Tyyjr ; ry ; yyiHAU)M$kW : Mov&MM(&c i EmMM)<D 
^#§fcj: u^5iicstiTv>So ryv^yyyimm^m±(07yiyyi- j ryy 

fO^iliACE 

PiW^ tm&7yvnr^ryyy\ c<fco-e^s 0 z.*i 

[sar 1 , lie 8 ] A11& if 

ftmji?£7yy*7‘yyyimmftm*:m-tz>z.hi)m i &'ZftT\''2> 0 b*'U 

£c$tlT V'£> [ M. A. Ondetti and D. W. Cushman, Annual Reports in M 


2 


03-100056 


02—413679 


edicinal Chemistry, 13, 82-91 (1978)] „ 

[0 0 0 3] 

*M#H§08 56-71073,56-71074,57-92270,58-157 
7 6 8#<&#,U SP4,355,04 Ofc^tfU SP4,340,59 8^fCg§^ 
StlTV'So •?rODE P-0 2 5 3 3 1 0 ,E P-0 2 9 1 9 6 9 ,E P-0 3 
2 4 3 7 7 ,4#|f§Hg6 3 -2 3 8 6 8 1 - 1 1 7 8 7 6 

^ £V-;i/f§#flc2^ ifcEP-0 3 2 3 84 1 

¥1 -2 8 7 0 7 

[0 0 0 4] 

se>tc, us P4,8 8 o , 8 o 4 tctt, 7yv*7-yyyu 

faMx-li 5 £fcte/&<i:i*6(&ict: n;i/ 

[TiS^: 

6 - t Fn3r <fct*6 - ^ n;i/#(£>^#MgPig-£( 1 0 Omg 

«r t? &m a t u t m /s 11 -? & r=. $> \z « m & £ *i s & ©r^± & v \, 

[ft 3] 



[0 0 0 5] 

[»W3^jSP« L <fc -5 £ ^ 2 > M] 


3 


03-100056 



t> 


0 2—4 1 3 6 7 9 


&JjtkTyP*7y'yyi 

mmt ^ f'j-ftmmftz&mt&z. tnz& 

So 

[0 0 0 6 ] 

me z & t=. » <D^m 

i s—y-ryVJr^ri/i/y&cDMmzmn. ^ifiiBE^, 4>0!^ 

&ftm*mvT\''sz.£.tf i &mx$>si:<D^x<D%£'vMMm$zzmteT%fco 
mmz-m&^yxj$#'J-jvmm<b{i)i$m'7y'y'*v : ‘y'> 
yny j £7*-mmftm*m'?siLm^ mu^x^mmx^rjtAiimffiW 

o 

[0 0 0 7] 

Hfc4] 



CI) 


[*£>£, MAIZ&R' J:Vn/< 

yifym$:7*i,. R 1 izy^mt.r^zmm^nx^x : bz^mit7^mmm^mL. 
R 2 iii xizy^—vy 

R' 5 K^bS4^TV^T 5 fo<f:V^^;I/^=^^'>;l/S:^ 

U Ytt-O-, - (SOm) -(^ 141 , mfctO , 1 Z.feiZ2 £:&- (N 


4 


03-100056 


02—413679 


R 4 ) -CsScK 

, nttl $.t~lZ2<Dm®i$:m't]T'mt>'ZftZ>1t&y9]&£T$ J Z<Di&T*2bZ> 0 
[0 0 0 8] 

ItfiH-^CDJCKbT, Mx-ttY)V*Jl 

M,r/usr—ji/£,yji' : *r—jvg,'>#aYji/3rji/M,rv —jv^,yyjvy;v^tj(t 

ji&iszxfy#uyjvyjv^ 

&&$. L V'„ 

R 1 ^ LT<DTJV*rn/mZ&tmWLl ~ 8 

©v't**iT% J: <, y^nfcf;i/,y^;i/,>ry 

yyyw sec-yy;v,t-y‘y;v,'<>y;v,i-'<>y)i,'\yy;i,'\zfy)V,?t 

R 1 ^ LT©7^-;i/St kT&, fitmWL2 ~ 8M&<Dl&WtyJV*—)V^'Z 
ttg^,#&^©v''r*i7r : fe>J:<» ;i/,yn^—;i/, 2 -zfy— ;i/,3 - 

;i/,>r v^f-;i/,2 -^-y e>*i£o 

R 1 ^ bT07^^-;H^ Ltlt ^^fS[2~8^^(Z){SJgr;i/^rn;b*’e 

<> 2-yntm;i/, 2 -zfy 

—)]/, 2 -soy-jv, 2 £*i£o 
R X i: l,T<Di/9 uyjvyjvmt. bTl*, 

6ti, nyn 

£#&wr e> *i&„ 

2K^S, J:vxy ^ y ,^y;i/T ^ s teE) ,s\uJf 

y V'T^j J: V'„ 

R 1 ^ hx&yyjvyfrmz. Mx-^^y^yi/.y3i~;i/-<g 

gic, F,C 1 ,Br&£),- hn.ftlKc^y/l/a^'X 

#9. ^ .iSMCC^y;!/^;!/^ *yji,^yjite¥)te 

LTV'Tt)«fcV'„ 

09 *. 1 * 731 — 


5 


03-100056 


02—413679 


» J: V'. 

_LfBLfcfc*''t:%R 1 £: bt(t gg|$tiTv>T=fo<t V'T;i/3r;b£ t=.l£7)Vtr 

*xTV'T%<fct'®^(c 1 _ 5 )y;i/3f;b2;fc&(S>& (c 2 _ 5 ) y;i/^—;i/g&if) 

[0 0 0 9] 

R 2 i:bT©l^>f;f #1*. 

h^'yu;i/, h y ^;i/^n^^^ F(-nhs 

o 2 cf 3 ), y 

#lf £>*u Cl4x£<Z>^tfgg|£;ruTV 1 k'r ; fc J:V>{£^y;i/^;i/S2;£:H:y S/;i/^£ 
ifT*&M£*iTV>T=fc<fc<. 

£fciifb^g& 

fci^>r ^ > §:^ u e>-g>s^ fc c-5 v>-rtiT'% <?: v\ 

R 2 #ft^»*c(«*tf, mu • al7c*sv^tta^3^c^»a;i^^cJ:y)liE-f 

h^'7-;i/* (#9, g; 

[ft 5] 



[5£c|j, R&;*^;i/, h'j7x-;i/^^,2-rl'7t: Kntf^n;i/,^ h^p*/ 
*^;i/,:n h3p'>*^;i/,gg|$;t'iTV'T : & P~* b^S/'OS? 

;i/ , P — - h nK>« if) & if ] 'Vmti 2 *i£g& if), 5/7 J & if) 1? 

R 2 il bttt, g$l£*iTV'T& L< ta75/;i/^&if T' 


6 


03-100056 


02—413679 




* &yyj\sfcym7$ 

[0 0 10 ] 

R' KftStitV'ttiJ: ^^)b^yjWi LX 

it, wzitt-co-D' tttp, d' it7^mmMm^nx^x^t:^r^j 
(«, r$j, N-i&mic^r^jvr^ j .n.n-s^skc^t-w/*/!/ 

S.gilStlTV^fciV'T^ 7 («, 7^ S ,i?*7/l/7 $ S ,&tt/1/7 $ S , 
tr^u s?y .^/i/jfcy j fcif), /\n>y>, 5£-o (chr" ' ) ocor" " [ 
R* ' tt*iR, «*«l-6©ii[|R%L<tt^««©fi«r^/^r/!/!£(« 

. *7jv, n-7utfjv, -fyy’nfc?;v, n-7^7;i/, -fvT'f;!/, t 

-zf7)\s, n-^y^-jv, i; £ iijgiiit& 5 

r # * ligjglfci - 

M> x^;i/, n-yntr;i/, -fyyntr;!/, n-zf7)v, >fv7f;i/, 

sec-^;i/, t-7^;i/, >fy^>f;i/, 

$c^ffc5 - 7®'>^D7;i/^rM(E yy uKy^ji, yyu^^-yjv, yy 
U'\7 , 7-ji&¥), f%MfflL5 — 7<Dyiru7)]/3r;v(ffl, yyu^y^ji, yy n 
^^■yj i/, n's^^- < n/3&if)%)b< it? aix i — 3 

<DteM.7)*7 -jv, x^;i/, n-ynfer;i/, >ryyn t? *;*)=& l< 
ItfitmWiZ - 3 ©fS5^T>fl/^rx;i/*(M. 7n^, TU;i/, >fyy 

n^x;i,fc£), gg|£nTv>T=fo<fcV'y:nx;i/e(M, yoix;i/^if), gutgt 
i- *b*y, ^b*y, n 
'fvT’utf^y, n-7h*y, -*y7b*y, sec-7b^y 
, t-zfb*y, n-'ty^jvtfz-y, 

y&¥), ^i^5-7©i/^n7;i/^;i/t^r'>S(«, ypn^y^M^y, 
yyu^yjv^^-y, yyu^^M^ytjtif), mmws - io>yy nr 
;i/=3p;i/(#K a^y^yi/, yyn^yji, yy u'\7^;vt&¥) : bL<it7 
3L-nsxm&t*frtc.mm&ii-3<z>i&M7fry*ymm, *b*y, ^b*y 
, n-ya/KSf S/, 4 y^utficyteif), Sil^tiTV'T&^V'y *y%( 


7 


03-100056 


0 2 — 4 1 3 6 7 9 


l 


/ 


m. 7x;ma 

■(£^(C 1 _ 6 )r;i/n^r'>, <gJ®KC 1 
_ 6 )rJV3rJV^*, fcSV'tttfffcStlTV'Tfc J:V%':?:fr3fV U—JK&L 5-*7 
71/— 2 -t^rV- 1,3 u>- 4 — >f ;i/&£?)7?M#l£*lTV'T V' 

iS^KC^y;!/3 =*£/*&£) Sr^y] £*15., * 

it. R' ( 

m. T)v^rjvm. ‘£S^(c 1 _ 4 )y;i/^r;i/3&h*) : bL<iiy^;KM, <SS&(c 2 _ 5 ) 

y A/ij j >r ;i/,g$i £*it v't =fo <fc v'^> ;i/fc £) *xt v^r % a: v'y 

h^' 7 U;i/, h v 7 A/*u* #>x;i//ft:y@£y^ F,U 

if) 

[0011] 

^>1£>gtAtt5£R' vmt>£tiZMMftlZ2 ^IzmmM^^LX^X^JzK 
, 09Xt£/^nY>(0S^ f ,c l ,Br£*f) ,xi h n ,i/7 j ,g#&£*iTV'T%«fcv> 
7$;mm. y^;.N-MCc^y^^i/r?;(«, *y;i/y^ y&£), 
N.N-^fijRCCj^y^/^y^ y (#K ^f;i/75;*a,N-y>j-;i/ 

y ^ 7 (M. 7x-^/7^ y &*f),Hit^^;y ^ y (#n, j ,tr^y ,tr 

^i7V ,N-yoczi;i/tr^^e/V^^)^i:*], s£ -w-RtsS#, w »*§■£# 

,-0-,-S(CO) -^U Rtt7kilfXfcm&£4lTV'T ; fcJ:V' 
<Siy;i/^rM(E tK^S,S#I2*itv'T=& J^y^ y^(#K y^/&£*), 
a □ if y ,{g$fc(c 1-4 ) y ;i/n * £7?®$!$ tiT v'T % <fc v(c 1-4 ) y 

;i/^;i/&£T£^y]7^fc>2*l5g, S-(CH 2 )1 -CO-DKtfi, DttTfcii 
,7K^S,®m$tiTVNT ; t;J;V'y^ j (M, 7$J, N-4&m(C 1 _ A )7JV*r)\s 
7$; ,N ,N-*sfeffi.(C 1 _ A )7)l*)l7$ J &£) iTV'TtjJ: 

v^y;^zI^^i/ (#f* y;i/^;i^#^7K&S,S#l£*iTv>T : k e fcv'y ^ j (#K 7 
$ j ,v*=7)\s7% ;,j?xf;b7^ j ,hf/<y ,"e;i/jFU y &*?), /\n>y>, 
5^-0 (CHR* 7 ) OCOR" 77 [5£tfJ, R” ' ttzKSii, jBtSRSK 1 — 6 CDliC 

it)b< ^jv, n-yntr;i/, >rv 
yntf;i/ f n-^;i/, t-y^;i/, n-/>v>^-;w -fv^>f;i/ 

, £ fc&$clii£5 - KDi/V n7;i/^M(C 


8 


03-100056 



0 2 — 4 1 3 6 7 9 


g[^ : bb<tt^^^©iSMT;i/^r;i/S(M, n-ynnf;i/, >r 

yyntfM n-y-yyi/, 4'Jzf^jv, sec-y^yi/, t-zf^fr, n-^y^- 
;i/, - 7®i/^n7^1(I, 

S/^n^y^yv, ^n^S/A, S/?n'vyy^&if), giitiSc 5 - 7 © ? 

tey^—;i/*7?SM£4xfcgili$fci-3©{£*&y;i^M$b ^^;i/, 
n-yntf;i/, >fyyntf;i/^if) ; bb<»^^i5c2-3©<£j^r;i/^r—;i/S(M 
, tf —;k yn/<r.;i/, tu;k >r yyn^^;i/&if), gmstiTV'Tfc.fcV' 
7i-^i(fl, yi^i/fcif), 

a3f$/|6(«, *b*5/, ^b^Ss, n-ya>i?3f$/, >f y yO/K**/, n-y 

b^rS', sec— y b 3r S', t— zfb^ty, n-^>^;i/^*^r$/, 

* a--* >*•/!/;*-*$/&£), Misfits - 7 ©*/^ □ rfr*e 
;i/:4*3f $/36(M> f>i' o ^y^-jv^r^-y, yv a-'x^f S/;!/;$• 3rS/, S/^a-'xy^ 
;i/;T3f S/&if), £$£&5 - 7©'>^n7^(W, e/^n^y^yi/, s/^o'x 
3f'>;t/, '>^n'\y^;i/^if)=foL<l±yain;i/T'gg|^tifc^i5ci -3©<£ 

;*b3rS/, :nb3f'>, n-ynsK3r$/ f >fyynjK3pS/fc 
if), gglStlTV'Tt;<tV'7x; 3r£/£(0V. 7aiy ^rS/ftif), £fcteg$|;* 
tlTV'Tfc J:Vn'OS7^^t 2/3£(«, ^>S>';i/2r3r>>gft if) fciS'r] *e&b£ 
tlSS, fittCC^y/l/n^fS/, teSRCCj^r^/^rA/^^-, 
TV'T%<fcV'^^-^ry b-;i/(M, 5 -*^;v- 2 -He* y- 1 ,3 -vir*v y 

y -4 —f;i/^if)'egmstiTV'T%«fcVNM(c 1 _ 6 )y;i/3^'>s*;if) 
u ittoifctti sr^-r. ]*e^fcatisn*fcttrA/^(#j, (Sttcc^) 
r;v^r;i/*iif)=bb< {iT'>;KM> ©#t(c 2 _ 5 )y^/*y-f^/,gtftanTv^Tt» 
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) £ blZ-O-jSZZf- S-jfcWi: h<. £V£>tf-0-ftZ.b 
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<s^(c 2 _ 5 )T;i/^y^;i/,/<;yy^;i/&if)7?^M34xTV'T : k t 
V'fh^'y^Sr^U R 2 ttfim$tlTV'T% < fcV'<£^(C 1 _ 4 )T;i/^;i/(M> 
h V ~P a:x;i/^h^ri/^f , ^/,p-^ h^i/-K> 
i;^,p-x <£>®Kc 2 _ 5 )r;i/:2jy>f;t/, 

'O!/>f il/&if)tlTV'T =fo J: V't 1 ' b^'SVAy^fc. &r*j;i/;K3f i/Jl 
U R* iZ7km,s'u'f>MM(C 1 _ A )7fls3f-;v,i&M(C 1 _ A )7J\'^i*i/,— hn 
,3; — CO-D" [3;^ D* tt7K^S^fctt<£M(C 1 _ 2 )T;i/n^r'>$:^'r] 

'e^*>§tiss^fctt<S^(c 1 _ 4 )T;i/^p;i/7?®g|$tiTV'T : b£t'T ^ j (t&ik 
b<tt^^,<S^(C 1 _ 4 )T;i/^r;i/,7\ny> % c5 »blc#F^ b < liTfc^) Sc^Rb, Y 
tt-o-, -S-^fcli- (NR 4 ) - [5 £pK R 4 »7K^ifettiga(C 1 _ 4 )T 

-e^fcstis-ft^Ci' )*>W£bv\ 
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MiS(k) 
[ftl 7] 



[ftl8] 


jJ_NH 

HOOC ^2) 

1 n 



R e OOC R*OOC 

&/-*-•• Ip * 4E/- Y -8‘ l4 

[sS*. R 6 ttM(C 2 _ 6 ) T ;i/:*j y-f 

;i/^*^rt/, i -<£M(c 1 _ 6 )T;i/n^ri/y7;i/^—;i/^‘^r^*:if'efiilstiTV'T 
% T;i/=*;!/* £^t\] 
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ID i l ~3 

*i/ F,T ± b — F U;i/,Ti2 F>,:n^;i,* *;v>r F >&£©»&£ PXftte?. 

frfrZTJvirMmiiisTit, fiiAD 
£ oik%s& £) MWkXfrjfryM^Xr)vm(&lx.iZ, p- 

~iant i~io e> c o jW£ L/ v'„ 

®my;i^;Wfc£*i£NM^©Mic<fc y 2 o®ms 

tt(i)i:(i" ttiir^KDMi" )©ffe/&ifckJ:^<z>B#JgV'3£ 

^tie>2o©^ 

• mm<D^m mmgh, # y a ? a v f 7 -r - & if) tc a: o 

T^SKI** fcMiS&i: Ut#5 r i: 

(b)fcfcx F y ;i/fls(la) 3c^gUgfttfiai *t<DTVttMrb^'J 
-;bflc(Ib) 

ft-^feCla) 1 "EiWCMLTT^ Fit&gn 
jfc;i/AT ^ K,i/^f;i/7th75 F, b JVziy ,Kyiiy&£(DmM'$Xftteo 

o 

W'S7^ F'fb'&^i: btli F y 7;i/^;^X7^ F($K F 'J^f;i/^X7 
$? F* F y tttoTs XT V K,h'J7 x-;i/7X7 ^ Ffc if) fc 

it z <d r y =e x tf 2* m. & if if e> n § 0 

^XXTS7'F>fI:^S:Mv%S^tt, lb^(Ia)JC*fbT 1 
v\ h;i/X>-^/Oif>cfJin|^5g^L/*^e> 1 — 4 %.t=.r 

Tyx—^^xizsmr $ >(M, F 'Jxw57, F vx?-jiT$y&tl* 
lb^(ia)ic*fLT 1 — ^xf;i/*;i/A7 5 F*. 1 0 o~ 

1 6 


03-100056 



02—413679 


V 


7 


i 2 oic5garei~4 r©ng, rwfc&mzm 

MiS(c)^ nvjjv #^ET3ix^;Kic) ^m^Mvr^jv^ymiid)*% 

;m-;i/^S($f> ;* * 7 -;i/,x* 7 -;i/,*n y jvzfte if)& if ©asiitf»T* 

fr&e> 0 

2 — 5 unsit^^ d. 

BLf& (d)tt, 7i^u>y7^>(iv)icr;y=¥;i/^-;i/h*;nKy— 

2 -7;i/3:¥S/^itt(Ie)$:#£%©-e&£. 

7JV^JVytJVbiJJl^^—biiLrit^7-/V f ^;v J 7 > 
ut?)]/,>( \r7u¥)V3s£Zf )Vte¥<Dyt)Vb3iJVtf-}-- htf&tf ktiS. £ 

0 — 10 ooggt' 1 - 

3 T, 2-7;V3^rS/ft(Ie){C^t5. 

£jS4 1 imtt5:#$iU ioT 2 -T;i/3^r'>^(Ie){C#< 3 

fcffc(e)lZ7 3L-U>i?7 S. 2->r h#( 

3US2 -fc Ka^S/^Jf)*#^ ©“£'&£„ 
ffc-MKlV) l^;wc*fbT. JR3S,«lfcS?xf-/i, f tf;*( 

l - A K *VU/i/)ir i~5^;i/©M^fflU m&sw'fyitmikyfc 

Hi^(0!U &<k*?-i'>,2uu7j%)V<ut£E),7)in-)]/M(&l. *#y-;i/,x# 
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S Kfcfc*) 
&if$r£t£i l/T?f&5. MfS(f)& Meerwein f^SrMV'T, 2 — H K □ 3r S'# 
(If) Z'MIR&ttZ O — TJU*rMt-t 5 z: i: iZ J: o T 2 - T;i/H 3r (Is) =t 

©'■e&s. 

^%(If)lC*fbT. Meerwein ftgg& 1 ~ 3 U IfAD>f> 

Meerwein fc b T hU ^ 3r V — A 37 ;!/>$- D /ft 9 — h (Me 3 0 + BF 4 ~) £ 

J:tFh 'JXfM^FV-tfiA^l/tfn/ft^- b (Et 3 0 + BF 4 “)^if*^if btl, ^ 
SR [H. Meerwein, Org. Syn. 46, 113;i3£#120(1966)] <fc oTM 

SJS^frbbttt, 2 ~ 2 0#ragfl&R]®3i3:5©tf 

£ V'„ 

fcfa (g) itmi&t&m$*'7*-i'yv7$ jft(iv)}im*<D um t< dbus tc£y 
„ 2 -ZJVjj'? hflt(Ih) Sr#s%©*e^>s 0 
7ac—i/>s;r^ </ft(iv) i =e;i/ic#bt, fc&l(0!U nfifcfl: 

bmm. 

h,x^;b-f VMS/T^-- h&if)«: l~3 i E;i/mK« 
bTte, ^ 7-;i/,x* y-;i/fc 

if) ,T^ KS(#i, K,'^f^7th7^ Kfcif)fcif«:ffi 

V'S3 iltfffi&S. 

V'. 

2£fS(h) 2 - ;* ;i /#7 bib (Ih) £T;P^;Wb-T5 r 

i: tc £ y r /I/ : 3r :**# (I i) £ # -5 % <D 7? & £>. 

ffr&flKllO l^/l/JCjtfbT, f^Sl~3 i E;i/fci:t7T;i/^r;Wfc^il~3 ; E;i/® 

=3pi/ F,T-fe h — h u;i/,r-fe ,x^;i/*^;i,>>r h>,x* y -)V,* * j -;i/, 
tK& £©as$sttf»*eff o . 
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# 

£ b t >r v - , mm* bu? a,* 151^-*-buy 

A.t-^h^rS/^U U 

T^Mt&I^bTH:, <fc A-Mbx^/l/, J:^ 

ftyn i^;b, J: 3ft7^;w£fc&z.;tx»b©:ft{fc^;J3<fct£Sfl:fe)&if : £:Mv'<s>. 

j1S> * 

1 ~ 5 3 o 

Rmwi*?3L-\syvr^y{iv)\zjv?-jri/r±- 
7#(V)i:imilSffli$ft, 2 -ti75 yttUj)*:#*^©!***. 
fb-&%(IV) b £ 1 ~3 jSS, ^ 

u'fyikMik&MMiffl. #uufc)V2±,*?-u>9uv K&h*),3:—T-Ji/SCftf* 
"t - b^fc Kn77>, if) £^$Hfc;7fc^^§ (M, , h;i/:n 

>*^),r;i/zi-;i/^(M. ^^7-;i/,:n*y-;i/&^),y-fe b — b y ;i/ f sJ* 
^;1/tJn; 1/AT^ ziti £©*£$£ £/BV'§z:£ 

fc < MJCfr $ it & z: £. =b S. 

b £ bTtt^^;b,3i^;i/,yn v~fu tf;i/£ 
£r77^;i/&£©>f 'jttS/y'T- btf&if e>*is. 
sMffbtm 5 o i o~6 

J:V'„ 

& rar© <t e» m?& e> 3 n . 

±82©:fr&T*#£^:ry l/7(V) l^;WC*fLT, ^MA7>f K(M> Hgd 2 
&£)£ l~3=E^iI^MU J\tUf>itmikfcmmm. 

1/ > * n U K & £)t^T^f & 3. 

tit izmu-mmowgMmT* 3~io isragaar & e> © # <t v^ 

«fce>-fb^^;i/$: 1 ~3 7 

/i/n-/i/3B(#|, z:©Bf 

©£&&#£ LTli. ^fi~#«E©»jfeSlS*e 3 ~ 1 5 B£IWg|£*efjfc ^ ©tf £ 

V'o 

J K^(j)«^;i/3K>®?n:X7 : -;b^(Ij)S:7;i/?!jU^D^«?lC e |:oT, 

^(Ik)?:#-^©^^. 
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-fb^(Ij) 1 XMZMLTTJVf] y l~3^;yS^MLTjtm>!K£'£tf7;i/ 

3-;HS(#b ;* * 7 v;i/^fc£)&£*<z>?§g£4 , ' , efT 

&e>. 

U il ITS, ikMikX b y y J0V' 

£> 4 T/< 5 o 

s^#i:bT{i ^m~i o oTceare, i~i oBfrragflref?fc^# 

£ b < tt»jK©»j&m&'T? 3 — 5 £V' 0 

o TflS-^(Im) £#§ t>©”e&S. 

sfcRffitt* #VAe>;ft5^g(R)tcj:oTBB&M©^#tfMfc£o Rtfby? 

2—■T’h^H KD tf^";i/,^ h^y )l> 

&£©B£. 0.5N—2Njg^©^^fc»^$:-^tf^7Kr;i/r3“;i/^(M, ;* 
#y-;i/,:n*y^MSS75\ i~l OHmS)SSt50« 
^7? e ^:v^ 0 

UffiSlS(1)b ^ 'j-jvmz&m L* /l/tf* '>;«£# 

IrfStjOt^So 

fb^(ln)*'Mb^#Klo)£#£MJ&fcfcV'Tfci:, l^JVKMLX 

TKirMm* i~i.5^e/bmKteffl LTfttet> 0 frfrzfcj&mmt im 

b5> t Fuy^ytz^cD^—^-jvM, y± b — b U ;i/£ J:t7try £>> 
& if £ ffl v ^ £ 3 1. i$ X % £ o 

LTttifcSb&y jfcBfc*-by*A, byif;i/75>i3J:tK 
try s;>3&ifS:ffl.vx<5o 

b'j7x-;Mf^^D'jK, * b^S/*^;!/ 

& if ©a n ff yitm £ va s o 

£!£&#*£T;i/^r;Wb^©^i±ic«fcoTM^«5*^ &it 
XT-yyrp. bvm^/uy$y&&TbVy3i—j]/*rjis?nv K£2K#T~^ 
atit\ i-3^r4S^s^s-tirs©*w^bVN 0 
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iciic£#5<KJSic;l3V'Tti:> 
%(Iq) 1 *MZttVT7J]s*rMtm* l~3 : £)vnm8imvxftt£z>. 

©T ^ r-feh—hU;K Aftif-*/ K, 7*fe h>> 

4r &ti*. 

*'2>'£l&gh LTtt, ISBk&y t 

-y h*-$/*y e>ti^ 0 

^j^Sy-W/^rMbSHilbTtt, S/* n^^rS/Tl/ l-3-Kxf^*^3j?t- 
h, x^;i, i -a- Kx^;i/;*j;i/3ffy— K K 

&£©Aa^>'Mjfcif&rav'£„ ^©B£Mv'£i&S, r;i/3f;Wb 

SO©M^Cj:otM*S^ ft^(Io)$:DMFtf»> Ii*y7A#ftTr;i/ 

o$—immnmfcfozi£z>(Dtf£\'' 0 

ZOmiZ UT#&*lJMfc#«KIp) SiEiSJiSlSCk) £P?*§tlC btft 

&5©;&*<fcV'o 

fh7'/-;i/S©&MS£it, hy*y- 
;i/;fcfc«:x*y-;i/eK taglt 3 0 ft- 1 

£i±£©tf<J:V'., 
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mmmtm&L, mm,m^,mm,^^±/vM,^itm^if(Dmmxmfzi^z^iz 
#BPI&!lZ&&'f2>Z£tfT~g2>o 

&&,&&#&,&&#&&ifiz <fcO rm& <5 i)K mA<D* 

mtm&T'itl B*l~5 0mg,t££-C 
&1 0*l~3OmgS:2~3|lI{C^^Tl8:#'rS©*W^ 1>V^ 

[0 0 2 1] 
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*wmm ,mMm,m%km&& t* ##«tc j: v $ e> {c^imcmED! 

ZLnt>tf&#8f%&i&Jm't& : b(D'V&\<'ZL£lZ. ^5 ZXb&lr'. 
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*&w<Dik&wmz. 

t&mM£LTmm?z>w>'&. fr£z-iZtka>UteW‘^iz£^xm\''z>zLt.tfxgz> 

o 

l. ijzfMA/M 

(l) 2-aih ^$/-i - [[2 7 -(iH-fb7'/-;v-5-^;i/)if7xn;i/- 
4 -AM Kyxj ^ #'J-Jv -7 -jjjitfym 




1 0 mg 

(2) 

^ ? h-x 

9 0 mg 

(3) 


7 0 mg 

(4) 

XrT'J 

1 0 mg 



1 jjXiZJV 180 mg 


(l),(2)h(3)feJ:^(4)©l/2^^Lfc^ HlfeMft <5„ 3 tUCgg U <D (4) *1® 
X.X ■£{&$: H : ?^yj3'Xlzn'lz%$A'tZ>o 
2 . ^ m 

(1) 2—Xh*$/—l - [[2 # -(lH-fb7'7-Jl/-5 
4 -^r;v] *^;i/] Kyx>( * #\r-;]y-i 

1 0 mg 
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(2) 7 9 h-X 


3 5 mg 

(3) r3->X#-^ 


1 5 0 mg 

(4) fi&MJli^l/D-X 


3 Omg 

(5) Xf7U>iV^^J/7A 


5 mg 


1 

2 3 Omg 


(l),(2),(3),(4)©2/3^J:^(5)CDl/2$:MftI^ &. y (D (4) £ <fc X$ ( 

5 ) & 3 <d mu iCflU;*.T izMfc&M-* & . 

3 . 

(i) 2 -/y-jiy*- i - [[2' -(i H-^ 5 ->r;i/) 

- 4 —f ;i/] 'OX-f ^ 7 h y 7AS 




1 Omg 

(2) 4 /is v b 


1 0 Omg 

(3) Kz/p;vyjvzi—;v 


2 Omg 


i r>x;i/ 

1 3 Omg 


(l),(2),(3)S:^*2mUc^SJ:^lC, i$l* JSsg©?Mc?§*'U 7>X;WCi*A 
t-So e> 0 

4. 

(1) 1- (is 9 U^i/J]/* **/%)]/•&— 2-:nh3f$/-l 
— [ [ 2 7 -(1 H—fh7 "J—Jl/— 5 — -f tf "7 :n — Jl/ — 4 — >f JI/] ^ )\A 



'OX^f * 1 -%)\/tf*ris7- b 

1 0 mg 

(2) 

*5 9 b — X 

9 0 mg 

(3) 

^MiH-fe^n-x 

7 0 mg 

(4) 

X-r-TU A 

1 0 mg 


1 

1 8 Omg 


(l),(2)£(3)£J:tf(4)<m/2£*g?tJb£^ Stt-ft-T*. Xtl'KUSU © (4) &JII 
T ^ S:^ ^ * Xi2 ;WCi?f At*-5 „ 

5. « #f 

(i) i - ($/* :n^;i/ 2-ih^'>-i 

- [[2' - (i H--T- 5 ->f ;i/-4 —f >?v] /yM 

2 7 


03-100056 




OXJ ^ X'J-Jl- 7 -#;1/aK=>P 

- h 1 0 mg 

(2) 

h — X 

3 5 mg 

(3) 

n—yx#—y 

1 5 Ong 

(4) 


3 Omg 

(5) 

WJ 

5 mg 


1 ^ 

2 3 0 mg 


(l),(2),(3),(4)©2/333J:^(5)©l/2S:m^, ££ U <Z> (4) 33 J: ( 

6 . a-#*® 

(1) 2-Xh^i/-l-[[2' - ( 1 H-^ 5 -'f ;U)¥7 ai—Jl- 

4 ->r;i^] ^yx^ $ 7 h y 




1 Omg 

(2) 4 J i/ y b 


1 0 Omg 

(3) Kyyjvyjvn —ju 


2 Omg 


i yyX) i/ 

1 3 Omg 


(l),(2),(3)$:^S2ml{c*;SJ:e>lC > T^/I/JC^A 

t5o £n:mzmmw;Mv47 5 0 

[0 0 2 2] 

##M1 

o-7xx^j;7? >(2g)©^ , ntr;i/^-;H'^;i/7jf'^- h(5Mi)©»«jc» 

»(1 . 8 OTCT*3B3Mffl#'<H^l/fc» I)SilC»ixf jl/X^f 

* 9 A * n v h y 9 y -f - *e ftSg b T # & *i & *£ £ & if Hx*■ jv -^ yM y ^ £ 
SISIbTlSfi^ (1.54g,47%)J#fc. 
itftj& 1 63 — 1 6 4t) 

[0 0 2 3] 

##M2 

m^;i/ 2-*;i/^'>-3-xhn/<>';7-b 


r 


02—413679 


3 --hn7^MK3 5 g)£^M(2 0ml)$:^if;n* 7-;i/(3 0 0ml)tfi 

* 2 4i%miNMm%LLfc 0 o o«i>k:*w, mm 

mm* 

to #e>tlfe@Mifel(2 9 

V'fc. 

1 H-NMR(90MHz,CDC 1 3 ) 5 : 1.43(3H,t), 4.47(2H,q), 7.70(lH,t), 8.4 
0(2H,d), 9.87(lH,br s) 

1 R(Nujol)cm -1 : 1725, 1535, 1350, 1300, 1270 

[0 0 2 4] 

3 

X^;i/ 2 - t -7 h ^>7 j;1/^x;i,7 ^ 7-3 - - hn'<>i/7— h 

x^/b 23 -xhD^>'/7- K23.9 g)^J:0^fc^ 
tfxMl 2ml)£/<>-fef>(l 5 Oml)tK 3 Vt=. B $tSt3£@LT# 

btlZmtUV K(2 6 g 2 0ml)^?££7>ft7hy 

^A(9.7 5 g)©^7^;i/^;i/i>.7^ K(DMF) (2 0b < 
lWe>iHto X-r;i/-^H>(3ml: 1,2 0 0ml)«fctfTKC 

2 5 omi)cfi/\&^, ftmutz. mmm*7!f<.ffi,&M%tmmzm£Ltz B mztifc 

VfX. -e©|fe2l®RIilI|»»iftLfe 0 Sl»*S:-e©**«fiE«libT^<»(3 0 

s)*mr=. B 

1 H — N M R (90M H z, C D C lg) 8 : 1.40(3H,t) ,1.53(9H,s), 4.43(2H,q), 7.23 
(lH,t) , 8.03—8.27(2H,m) , 9.70(lH,br s) 

I R(Neat)cm" 1 : 3320, 2980, 1740, 1700, 1585, 1535, 1500, 1440, 1375, 12 
65, 1155 

[0 0 2 5] 

##M 4 

x^;i/ 2 - { {( 2 ' -'>7 7 lf7aix;i/)7^;i/} 7^7} -3-r.bn^ 

>77-h 


03-100056 


X^;i/ 2-t J ~3 - - hn 'Ov'7 — h(2 0 

g)©5^h^fc KD77>(5 Oml)^$:^T*'<^i^LJ&^e>?K^b^-hy 
*A(6 0%«ftt,2.8 g)Z]jQ%.&. ^t2 04-(2 
-S/YS YaL — MsOifJVzfUS. K( 1 8 g);£<fc e >V ?A(3 6 Omg) 
i otmiat, *(2 5 omOfc^tfx-^K 

20 omDT^rnbfc. 

h'j7Mngf®(6 y>(4 0 ml)<Z>^{C^§?3-frgM7? 1 

P^'Ctt/uLfco 1 /X-t;I/(2 0 0h1)^ 

,8 5%)##e>*ifco 

j|!l * 118-119X3 

1 H — NMR (90MHZjCDCIg) 8 - 1.37(3H,t), 4.23(2H,s), 4.37(2H,q), 6.3 
7(lH,t) , 7.33—7.83(9H,m) , 7.97-8.20(2H,m) 

I R(Nujol)cm -1 : 3280, 2220, 1690, 1575, 1530, 1480, 1450, 1255, 1125, 1 
105, 755 

[0 0 2 6] 

5 

x^;i/ 3-T^7-2- { {(2 7 -i/YJ \fyjL-jv-4: 

r^ J) Ky'JY- b 

x^;i/ 2- { {(2 7 -t/YJ t^Yai—Jl-4 Y$J) ~3 

--hn 'O'SY- h(l 0.4 g)©:n#y-M5 0 • 

2*fH%(2 8.1 g)Ztiait. 8 0VT*2mfflfr<l l */vbt=.o U 8E 

ilfM7f^(3 0 OmOSriD^., 2 NV-*7tfc( 5 OOml)$: 

*S5r®ISxf ;i/XXr;i/(2 0 ObIx 2)t'Mffit, 
^•fcitTTKSfc. ffiMLfro i%m$:&£Lrm*>tiZ&Z!$:'>V tiff 2*9 U 

^ItiMiC 7.3 g , 7 9 %) 
g&/& 104-105X3 

1 H-NMR(200MHz,CDC 1 3 ) 5 : 1.33(3H,t), 4.23(2H,s), 4.27(2H,q), 6. 



83-6.93(2H,m), 7.35-7.55(7H,m) , 7.64(lH,dt), 7.76(dd) 

I R(KBr)cm _1 : 3445, 3350, 2220, 1680, 1470, 1280, 1240, 1185, 1160, 107 
0, 1050, 1020, 805, 750 
[0 0 2 7] 

#%#! 6 

X^I/ l-[(2' — i/7 —JV — 4 —- 2 

y XA ^ #\J—)l>— 7 — — b 

X^;t/ 3-7* J-2- { {(2' -*/YJ ;i/-4 

7$J) s<y'J7- h(l . 1 sbJ]Jl#7- h(5ml)©^icg^ 

^(0.2 g)£j&n*., 8 OTCt' 1 liAybfc., fcJfcmZMfflLTmbnZ 

mm&M&L Tm*> 

. o9g,9o%)& 

Iftj& 160-1610 

1 H-NMR(200MHz,CDC1 3 ) 8 : 1.23(3H,t), 4.23(2H,q), 4.26(3H,s), 5. 
72(2H,s) , 7.09(2H,d) , 7.20(lH,t) , 7.38-7.48(4H,m) , 7.58-7.66(2H,m) , 7. 
73 —7.79(2H,m) 

I R(KBr)cm _1 : 3000, 2220, 1725, 1560, 1465, 1440, 1415, 1285, 1250, 122 
0, 1040, 760, 750, 740 
[0 0 2 8 ] 

##M7 

X^;i/ 1 — [( 2 ' -yy S ¥7ai—Jl/-4 - 2 - JlbJry^ 

yXA % i-ijjv^yy- h 

X^;i/ 3-7^;-2-N-[(2' -i/7 J ¥7 3L—JV-4 

7$ J 'Ol/T-Ml. 0 g)hx^;i/^-;i/h^;i/7jf^-- h(5ml)©^Mlc^( 
0.2g)m 8 0TCtl»<^bfe o 

. 79g,69%)&# 


0 2 — 4 1 3 6 7 9 


H&J& 131-132X3 



C 26 H 23 N 

3°3^ kT 



C (%) 

H (%) 

N (%) 

tf-S-fit : 

73.39 ; 

5.45 ; 

9.88 

mmm : 

73.36 ; 

5.42 ; 

9.83 


1 H — N M R (200M Hz.CDClg) 6 : 1.24(3H,t), 1.49(3H,t), 4.24(2H,q), 4. 
68(2H,q), 5.72(2H,s), 7.10(2H,d), 7.19(lH,t), 7.38-7.46(4H,m), 7.56-7. 
66(2H,m), 7.73—7.77(2H,m) 

I R(KBr)cm -1 : 2220, 1720, 1550, 1480, 1430, 1280, 1245, 1215, 1040, 760 
, 740 

[0 0 2 9] 

8 

l — [(2 7 — $/yy - 2-yp/K^fS/ 

'OXJ $ v- 7 b 

3—y^y —2— { {(2 7 -'>7;t^^ain;i/- 4 ->f 

y ^ y} 'O^/y— h ( 0.9 g)t7abf ;!/>*-;i/ h (5mi)©*£$tfc 

»i(0.2g)&M, 8 OX3T*ll$|8b&'<ttA/Lfc. 

»&nS*gS&»»x^ i n/-/<>^>^6|||gSL / T«lfeiefi(0.7 2 g , 6 8 
%)&»&. 

HL& 9 0 - 9 2 r 

C 27 H 25 N 3 o 3 i:Ut 



C(%) 

H (%) 

N (%) 

tUMI: 

73.79 ; 

5.73 ; 

9.56 

mmmz 

73.84 ; 

5.79 ; 

9.54 


1 H-NMR(200MHz,CDC 1 3 ) 6 : 1.01(3H,t), 1.25(3H,t), 1.80-1.97(2H, 
m), 4.24(2H,q), 4.57(2H,q), 5.72(2H,s), 7.11(2H,d), 7.19(1 H,t), 7.38- 

7.46(4H,m) , 7.56-7.66(2H,m) , 7.73-7.77(2H,m) 

I R(KBr)cm -1 : 2220, 1725, 1550, 1480, 1460, 1430, 1370, 1280, 1245, 121 


03-100056 


02—413679 


0, 1115, 1040, 760, 750, 740 
[0 0 3 0] 

1- [(2' -s/ 7 ; ¥ 731 — ;i/-4 - 2 

'OXJ ^ *V-;i/- 7 h 

31 3 -y $ 7 - 2 - [( 2 ' -i/TJ \S-7 3L— ;i/-4 

;^>!/7-b(5.6 g)tO-xf^/mWt- hjbU ?A1&(7.3 g) 
£:n*y-;K5 Oml)tfJ % 8 NMaiW^aSSKLfc. 

Mt'pH3-4hbfe„ 

( 5.0 g , 8 O %) £#£:„ 

1HL& 2 2 5-2 2 7TC 

1 H-NMR(200MHz,DMS O-dg) 6 : 1.08(3H,t), 4.12(2H,q), 5.90(2H,br 
s), 7.08(2H,d) , 7.27(lH,t) , 7.38-7.59(6H,m) , 7.76(lH,dt), 7.92(lH,dd) 

I R(KBr)cm -1 : 2210, 1720, 1460, 1440, 1420, 1375, 1335, 1265, 1180, 113 
5, 1115, 1100, 985, 760, 740 
[0 0 3 1] 

1 0 

2- { {(2' -'>7;tf7xn^/);f^} 7$J) -3--hn4 

>'7T- h 

h U ?A(6 0%$H£, 1.62 g)lCMeOH( 

5 0ml)^«fct^X^;i/ 2- { { ( 2 7 -S/7; 1^7 .a:—;!/)**■/I/} T 7 } - 

X 

3 --hn/<>'/7-h(5 g)S:in^T^MT'l HIBI##Ufe. 

l/T#(b*!£:£££jftfDI';73!c(i o omi)ic&tj\ ^n □ ^;i /Lit 

>T*#MllbT$m&MII(3.9 8 g , 8 3 %)£#£„ 

]Rj& 106—108X2 

1 H-NMR(200MHz,CDC 1 3 ) 8 : 3.81(3H,s), 3.97(2H,br s) , 4.23(2H,s), 
6.40(lH,br s) , 6.88-6.91 (2H,m) , 7.34-7.55(7H,m) , 7.65(lH,dt,J=1.2,7. 
7Hz), 7.77(lH,dd,J=1.4,8.0Hz) 

3 3 


03-100056 



0 2 — 4 1 3 6 7 9 


I R(KBr)cm -1 : 3410, 3350, 2225, 1695, 1485, 1470, 1290, 1200, 780, 760 
[0 0 3 2] 

1 1 

1 — [(2 ' -*/7 J ¥7 H—Jl-4 - 2 -:n 

>X>T 5. 7 h 

3 -y 5. J -2- { {(2' -i/TJ tfyxn;i/-4 
7 $ 7} K>'7r-M2.0 3 h(5ml)©^MlC 

^(0.3 7 8 0tt'l»<^lfe G iiiSibT#e> 

T#6tl5^?:i®xf;i/-/0-g>3!)>f ) S^bTjlM B B a(2.0 1 g , 8 
6%)£#fc 0 


8*j& 16 8 

.5-169 

. 5 ‘C 







C (%) 

H (%) 

N (%) 

SUMS : 

72.98 ; 

5.14 ; 

10.21 

nil : 

72.71 ; 

5.12 ; 

9.97 


1 H-NMR(200MHz,CDC1 3 ) 8 : 1.42(3H,t,J=7.1Hz) , 3.71(3H,s), 4.63( 
2H,q,J = 7.1Hz) , 5.59(2H,s), 7.09(2H,d, J=8.4Hz), 7.20(lH,t,J = 7.9Hz) , 7. 
45 —7.59(5H,m) , 7.69-7.80(2H,m) , 7.92(lH,dd,J=1.4,7.8Hz) 

I R(KBr)cm -1 : 2225, 1725, 1550, 1480, 1430, 1350, 1280, 1250, 1040, 760 
, 750 

[0 0 3 3] 

1 2 

x^;i/ 2 - { {(2' -s/ 7 ;tryai^;i/-4->r y^y} -3 

-(3 W K)^>'yy- h 

x^;i/ 3-y^7-2- { {(2' -S/7;if7iX^-4->fA/)>lf^} 

y$;} Kyyy- Ml . 6 1 g),xfM7ftS/7t- Ml . 5ml),£J:tf 

in*.. 

3 4 


03-100056 


0 2 — 4 1 3 6 7 9 


IfctllkT, itm(1.9 2g,9 
g&j& 108-llOt 

1 H-NMR(200MHz,CDd 3 ) 6 : 1.15(3H,t), 1.40(3H,t), 3.50-3.70(2H, 
br s), 4.37(2H,q) , 4.56(2H,d), 6.07(lH,t), 6.78(lH,t), 7.19-7.24(lH,m) , 
7.38 —7.53(6H,m) , 7.63(lH,dt), 7.72-7.76(lH,m), 7.99(lH,dd), 8.29(lH,b 
r s) 

I R(KBr)cm -1 : 3375, 3320, 3150, 2975, 2220, 1740, 1680, 1540, 1510, 145 
0, 1300, 1225, 1180, 1150, 760, 750 
[0 0 3 4] 

1 3 

X^7b 2- { {(2' -3 

-C3 -7u h 

2 3 ~T ^ J - 2 ~ { {( 2 ' — S/yjM'Jx. 

—7b— 4 —f 71/) ^ ^7b} 4V1/7- h(l • 6 g),:/nif7b-f 

71 -- Ml . 5ml)fcJ:tf:i:*y-7b(lml)^P> % g 2 . 

o g, 9 8 %) *nt=.. 

1 H-NMR(200MHz,CDC1 3 ) 8 : 0.88(3H,t), 1.40(3H,t), 1.48-1.67(2H, 
m), 3.42—3.68(2H,br s), 4.37(2H,q), 4.56(2H,d), 6.13(lH,t), 6.78(lH,t), 
7.21 —7.25(lH,m) , 7.36-7.53(6H,m) , 7.64(lH,dt), 7.73-7.77(lH,m) , 7.99 
(lH,dd) , 8.20 —8.40(lH,br s) 

I R(Neat)cm -1 : 3325, 3175, 2960, 2930, 2875, 2220, 1710, 1690, 1590, 14 
75, 1360, 1175, 1140, 1090, 1020, 760 
[0 0 3 5] 

1 4 

X^7b 1 — [ ( 2 ' -'>77 ¥y 4 ->f 7b)*^7b] - 2 -X^;by 5. 

J'OXj 

X^7b 2- { {( 2' —V7J \£~7 x.—7b— 4 — 7b) £ ^7b} 7%J) -3 

-(x^b^rt? l/>f K)^>'yr-h(l .8 g)<Z>X*7-7b(5 Oml)^^fC<fc 
e>^^^7b(4.5 g)SriU^., 1 2Wiaife. fcf&mz 1 N6 0 

3 5 


03-100056 


0 2 — 4 1 3 6 7 9 


mmtm \ &ML&. mmzwikv, # 

W7A^n? YX^xj -TffiigbT, zf(o . 9 6 g,5 8%)£ 

1 H-NMR(200MHz,CDC1 3 ) 8 : 1.23(6H,t), 3.48-3.62(2H,m) , 4.09(1H, 
t), 4.23(2H,q) , 5.57(2H,s), 7.15(lH,t), 7.25(2H,d), 7.40-7.77(8H,m) 

I R(Neat)cm -1 : 3400, 3225, 2975, 2930, 2210, 1710, 1610, 1570, 1480, 14 
25, 1365, 1320, 1270, 1250, 1210, 1130, 1100, 1060, 770, 750 

[0 0 3 6] 

##M 1 5 

x^;i/ l — [(2' -%/Y J ;i/—4- 2 -^d 

##Mi4t^:bTxf;i/ 2- { {(2' -'>7;tf7ai^;i/-4->f 

-3-(3-^Dhf;W7b>f F)^>'yr-h(2.0g) 
.8 g)©:x*y-;i/(5 Oml)^^e> % 
7>y7(1.2g,65%)i:bm„ 

1 H-NMR(200MHz,CDCl s ) 6 : 0.87(3H,t), 1.25(6H,t), 1.52-1.70(2H, 
m), 3.42 — 3.52(2H,m), 4.12(lH,t), 4.25(2H,q), 5.58(2H,s), 7.16(lH,t), 7. 
29(2H,d), 7.41 — 7.78(8H,m) 

I R(Neat)cm -1 : 3400, 3250, 2975, 2950, 2890, 2225, 1715, 1620, 1590, 15 
70, 1480, 1430, 1370, 1285, 1250, 1220, 1135, 1070, 760 
[0 0 3 7] 

###| 1 6 

*^>1 i — [(2 7 -vyj tf7x^;b-4—f ;i/)^^;b] - 2 

yx>{ ^ #'J-)v- 7 h 

1 — [( 2 7 -'>ry ;i/-4--Y;i/)^^;i/] - 2 

>X>f ^ #'/-)]/- 7h(l .3 g)tf)**y-;i/ (5 Oml)i£?& 
&C5.2M MeONa©^^y-;b^(0.5ml)S:iBA, 4 

^ * J bttfe^y X 

3 6 


03-100056 



0 2 — 4 1 3 6 7 9 


AfiCl.l'g, 8 5%)5:#fc„ 
gftjg, 149-150'C 

C 24 H 19 N 3 0 3 i:LT 
C (30 H (30 N (30 
itltfit : 72.53 ; 4.82 ; 10.57 

HiRHg: 72.38 ; 4.93 ; 10.44 

1 H-NMR(200MHz,CDC 1 3 ) 8 :3.75(3H,s), 4.26(3H,s), 5.69(2H,s), 7.0 
9(2H,d), 7.23(lH,t), 7.37-7.46(3H,m), 7.55-7.65(2H,m), 7.72-7.78(2H,m) 
[0 0 3 8] 

1 7 

2- { {( 2 ' -i/7 J ai-fy-4 ->f 7$J) -3 

JR^ 8 6% 

gftj& 1 5 2-1 5 5t 

1 H-NMR(200MHz,CDC 1 3 ) 8 :3.05-3.07(3H,br s) , 3.92(3H,s), 4.58(2H 
,d), 6.04-6.08(lH,br s), 6.77(lH,t), 7.22-7.26(lH,m), 7.39-7.52(6H,m), 7 
.63(lH,dt), 7.75(lH,dd), 7.97(lH,dd), 8.28(lH,br s) 

I R(KBr)cm -1 : 3375, 3325, 3175, 2220, 1680,1590, 1540, 1500, 1480, 1450 
, 1435, 1265, 1230, 1190, 1145, 1050, 830, 760, 740 
[0 0 3 9] 

1 8 

l — [(2' 

J 7 h 

l 4 

i&m 4 2 % 

8fc/& 

1 H-NMR(200MHz,CDCl 3 ) 8 :3.11(3H,d), 3.73(3H,s), 4.22(lH,q), 5.5 
4(2H,s), 7.17(lH,t), 7.27(2H,d), 7.41-7.79(8H,m) 

3 7 


03-100056 



02—413679 


I R(Neat)cm -1 : 3400, 3250, 3025, 2950, 2220, 1720, 1625, 1610, 1580, 14 

80, 1430, 1410, 1340, 1320, 1280, 1240, 1210, 1130, 1060, 750 

[0 0 4 0] 

##$[ 19 

21 - [ [ 2 ' - (lH-f 5 

;i/-4—r;i/] ^ 

2 ^ (0.7 1 g) ODMF ( 1 Onl) *§*££ 

o%m o.2 4 g> 20 ^ 

N-HJ7i-^^-5- [2- (4— 

^) ] (2.3 g) £J&D*.. 

^«£JSS:2fcSfc, 

(5 Oml) 1 N-mm (1 5ml) ZMit. 600 

£jS$£&tg*®LT?K (1 5ml) ( 

15ml) fcflnx., 1 N-*ir>f V-^K7?y;i/;fr *M$: 

lN-tt»TpH3-4iSi;lfeft, *□□*;!/A*e#rffiU 

««, «8rt6BUfc. 

(0.5 

8 g, 3 5%) zmt=.o 
M& 1 7 7- 1 7 90 (#8?) 

7CfR£#HB C 24 H 22 N 6 OhbT 

C (%) H (%) N (%) 
ffWIii : 7 0.2 3 ; 5.4 0; 2 0.47 

ggjfVfS : 6 9.9 3 ; 5.43; 20.22 

1 H —NMR (200MHz, DMSO-dg) 8 :0.95(3H,t) , 1.70-1.88 (2H,m) , 4.46(2H,t), 
5.23(2H,s), 7.04-7.10(4H,m), 7.20(2H,d), 7.38-7.43(2H,m), 7.48-7.70(4H,m 
) 

I R(KB r ) c m _1 : 1540, 1535, 1485, 1475, 1450, 1425, 1385, 1285, 1270 
, 1040, 980, 755, 745 
[0 0 4 1 ] 


3 8 


03-100056 


02—413679 


1 

2 -X 1 — [ [ 2 ' -(1 H —^ 5 -AMt?7x. 

—)V-4-AM t^M^AXA ^ 9'J—to- 7 -'hK'ifs*V ; 5- h 
x^;i/ 1 — [(2 ' -i/7; 3L—JV-4 ~A M*A-M - 2-:n 

*V-;i/- 7 h (0.7 g) J37$*ffc h U *^71/X 

X(0.7g)£h/l/:n>(l Sml)^ 4 

, * y-;K2 OmOfc^tfl N-^(l 0 ml) &#&;*. T^ST' 3 0 

i N-*-fe-ry-^T'pH3~4jg^icb^^ 

v xm e> tis '>^ v x & '> y *^^7 9 a * n v h xx 7 -r --esitig 1/ T$g&& 

#fc„ . 3 5 g ,4 5%)£#£ 

o 

§&;& 1 5 8-1 5 9t 



C 26 H 24 N 

6 ° 3 i:l,T 



C (%) 

H (%) 

N (%) 


66.65 ; 

5.16 ; 

17.94 

*am: 

66.61 ; 

5.05 ; 

17.84 


1 H-NMR(200MHz,CDC1 3 ) 6 : 1.09(3H,t), 1.43(3H,t), 4.02(2H,q), 4. 
30(2H,q) , 5.57(2H,s) , 6.71(2H,d), 6.83-6.96(4H,m) , 7.27-7.31 (lH,m) , 7. 
40(lH,dd) , 7.55—7.66(2H,m) , 8.04-8.09(lH,m) 

I R(KBr)cm -1 : 1720, 1605, 1540, 1470, 1430, 1250, 1040, 750 
[0 0 4 2] 

mmm 2 

2 -xh=ap$/-i-[[ 2 ' -(1 H~r 5 -A )V)\fy OL—J]/-4 

-AM *?-M ^yXA K XX-)v-7-jjjitfym 
x^;i/ 2-if^i/-l-[[2' -(lH-rh7'y-;i/-5->f;i/)if7x 

x;i/— 4 - AM *A-M *<yXA-$ XX-)l -7 b ( 0.2 4 g 

)^lN-*t^f y-^7K(l . SmOfc'g-frx# J —;i/ ( 4 ml) 4>> 8 OtT 1 

3 9 


03-100056 


0 2 — 4 1 3 6 7 9 


n -mwn* ph 3~4i:u *j 

1 5 g , 6 183-185TC 

C 24 H 20 N 6 O 3 • l/5H 2 Oi:LT 



C (%) 

H (%) 

N (%) 


64.91 ; 

4.63 ; 

18.93 

mmm: 

65.04 ; 

4.51 ; 

18.77 


1 H-NMR(200MHz,DMS O-dg) 8 : 1.38(3H,t), 4.58(2H,q), 5.63(2H,s) 
, 6.97(4H,q), 7.17(lH,t), 7.47-7.68(6H,m) 

I R(KBr)cm -1 : 1710, 1550, 1480, 1430, 1280, 1240, 1040, 760 
[0 0 4 3] 

HJfcM 3 

2 -zfu 1 - [[2 ' -(1 H-fh5y- /l/- 5->f;i/)fcf:7 

)U— 4 ^ tf'S—jy- i h 

1 — [( 2 7 —%/TJ \Z~7 ?-—)\> — 4 —f lb) ;* — 2— 

^#'7-;b-7-:*j;b/tf3fS/^-M0.6 9 
>>b*X(0.7 g)£ hfl/i>(l 5ml)cfJ, 4 

®U $^£lC**y-7b(2 OmOfc^tfl N-^(l Oml)$:Jn^.. gjgt'3 0 
#l^*'<«A/b£ 0 1 V-^7K7?pH3~4^MlCb^^ *£$££© 

£U mt‘Z?UU*Jl2±-7k'H r#rfflbfc„ bfctfe, 

#£>*l<5 y X$: $/ U bsi? D7l'^77>f — HfSfcx-^lb 

-^>€>3i)'^ibtfeM^(0.3 1 g,4 3 %)£#£. 

Mlj& 157-159‘C 

C 27 H 26 N 6 0 3 i: bt 

C(%) H (%) N (%) ff-$MS: 67.21; 5.43; 17 

.42 

MfflM : 67.26 ; 5.45 ; 17.28 

1 H-NMR(200MHz,CDC 1 3 ) 8: 1.03(30, t), 1.13(3H,t), 1.75-1.92(2H, 
m), 4.05(2H,q), 4.23(2H,q), 5.57(2H,s), 6.75(2H,d), 6.90(2H,d), 6.96(2H, 
d), 7.28 —7.33(lH,m) , 7.39-7.44(2H,m) , 7.57-7.62(2H,m) , 8.07-8.11 (1H, 

4 0 


03-100056 


I R(KBr)cm _1 : 1720, 1540, 1470, 1430, 1280, 1250, 1130, 1020, 750 
[0 0 4 4] 

mnm* 

2-zfutiOri/- l - [ [2 7 -(i 5 ->f 71/) 

2 -zfU^i^i/- 1 - [[2' -(lH-r 5 

oi^i;i/-4 KyX4 ^ £V-;i/- i h(o .2 3 

7 — ;i/(4ml)cfi, 8 0 , C‘e2Bf 

P4MJS£i2rfco KJ&?&£i§*SU 2fcJS£ 

lN-#»tpH 3-4i:U * * J -M'&llig 

Ilt«Mi(0.1 5 g , 6 9%)£#fc„ 
lftj& 174-175TC 

C 25 H 22 N 6 0 3 - 0.3H 2 OfcbT 



C(%) 

H (%) 

N (%) 

#[«!: 

65.29 ; 

4.95 ; 

18.27 

£WfS: 

65.41 ; 

4.92 ; 

18.20 


1 H-NMR(200MHz,DMS O-dg) 8 : 0.92(3H,t), 1.70-1.87(2H,m) , 4.47 
(2H,q), 5.63(2H,s), 6.96(4H,dd), 7.16(lH,t), 7.42-7.67(6H,m) 

I R(KBr)cm -1 : 1700, 1550, 1430, 1290, 1240, 765 
[0 0 4 5] 

mmm 5 

21 - [[2 7 -(lH-f 5 — ;i/> tf "7 

ai-;i/-4 ->r;H i h 

[ 1 — ( 2 7 -'> 7 ; tf7oi~;i/-4- 2 
Kyxj ^ h(4. 1 g)hT^^fbhU^^;i/XX( 

8.0g)©Wl/lV(l 0 0ml)^IS:4HMSilbfc„ 

7-M2 0 2 0 <&A, 1 


r 


0 2 — 4 


1 3 6 7 9 


.0 g,8 9 %)£#£:. 

Hftj& 2 63-2 641C (#&!) 



C 2 4 H 20 N 

6®2^ * 

1/2H 2 0 


C(%) 

H (%) 

N (%) 

mnm: 

61.92 ; 

4.55 ; 

18.05 

mwm: 

61.99 ; 

4.30 ; 

17.86 


1 H-NMR(200MHz,DMS O-dg) 8 : 1.10(3H,t), 4.09(2H,q), 5.82(2H,br 
s), 6.87(2H,d) , 7.00(2H,d) , 7.26(lH,t), 7.37-7.69(6H,m) 

I R(KBr)cm -1 : 1720, 1460, 1440, 1365, 1340, 1260, 1180, 1145, 1150, 110 
0, 990, 745 

[0 0 4 6] 


2l - [[2' -(lH-f 5-AM^x 

x^;i/ 2 1 - [[2 # -(iH-fh7';-^-5 —fJDtry 

3L—JV-4 -AM *A~M KyXA ^ #'J—)v- 7 h (o . 6 8 

g)01N-^it>fy-^M(3.0Bl)&'gptfX4f y-^/(l Oml)^^J;^>fb 

3 1 g ,4 4 %) 

Bfej& 2 0 7-2 0 8t(^i) 



C 25 H 22 N 

6 0 2 S H LT 


C(%) 

H (%) 

N (%) 

#hmi : 

63.81 ; 

4.71 ; 

17.86 

mmrn-. 

63.55 ; 

4.81 ; 

17.50 


1 H-NMR(200MHz,DMS O-dg) 8 : 1.13(3H,t), 2.77(3H,s), 4.14(2H,q) 
, 5.62(2H,s) , 6.84(2H,d) , 7.02(2H,d), 7.26(lH,t), 7.46~7.70(5H,m) 

I R(KBr)cm -1 : 1705, 1480, 1450, 1420, 1360, 1340, 1275, 1255, 1190, 114 


4 2 


03-100056 


L 


0 2 — 4 1 3 6 7 9 


0, 1100, 1025, 990, 770, 750 
[0 04 7 ] 

21 — [[2 ; —(1 H —ir h 5 —-f 71/) fc?:7 

a:n;i/-4 ->r;i/] 5. *V-;i/- 7 - h 

2-*J\,*Xb- 1 ~ [[2' -(1 H--^ N^l/-71/- 5 — -Y 71/) tf "7 
3i—;v— 4 —f ;i/] *^;i/] OXJ ^ i Mo. 9 l 

g)<Z>l y-^^?g(4ml)S:-g-tfX^y-;i/(l 3 ml)i§MlC J: *Mb 

o_^;i/(o.34sit'4n^<^ifc 0 fci&mcifcm.mztox-P 
H4gIbLMbt^?:5tLfct, i/'JAm7A^D7h^77-f- 

(0.5 5 g , 5 7 %)£#£„ 
gftj& 1 5 3- 1 54TC (ftM) 

fmftmm. c 26 H 24 N 6 o 2 sbtt 



C (%) 

H (%) 

N (%) 

ff-JMB : 

64.44 ; 

4.99 ; 

17.34 


64.37 ; 

5.05 ; 

17.20 


1 H-NMR(200MHz,CDC1 3 ) 8 : 1.19(3H,t), 1.37(3H,t), 3.20(2H,q), 4. 
12(2H,q), 5.67(2H,s) , 6.75(2H,d), 6.92(2H,d), 7.05(lH,t), 7.26-7.34(2H, 
m), 7.50(lH,dd) , 7.53-7.63(2H,m) , 8.05-8.11 (lH,m) 

I R(KBr)cm -1 : 1715, 1450, 1420, 1365, 1345, 1280, 1260, 1195, 1145, 111 
0, 1035, 1015, 990, 760, 745 
[0 0 4 8] 

MMms 

2-XU 1 - [ [2' - (lH-fl'7';-;i/-5-^^ 

) ^yn-jis-4 -AM s. sf'j-jv- i b 

x^;i/ 2 -tJMjXh -l - [ 12' -(l H--T- 5 --f ;i/> 

^yzL—ii- 4--r;i/] 5.*v-/b- 1 9 -s ( 

0.9 1 g) <D 1 N-2rfe>f V-(4.0 ml) 7 -71/ (13ml 


03-100056 


0 2 — 4 1 3 6 7 9 


) (0.3 7 g) j£J£MIC 

j>H4nmiiLx%rti!,Lfeu&zzMVf^ t/v 

i'ovh -7?3®iSL/}t 0 

0.4 g, 4 0 %)£#£„ 

®fcJ& 177-1780 (#fi?) 

c 27 h 26 n 6 o 2 s i: or 

C (%) H (%) N (%) 
ff-## : 6 5.04 ; 5.26; 16.85 

UlTO-fit : 64.8 8 ; 5.25; 16.78 

1 H-NMR (200MHz, CDC I 3 ) 8 :1.04(3H,t) , 1.19(3H,t), 1.76(2H,m), 3.18 
(2H,t), 4.12(2H,q), 5.69(2H,s), 6.75(2H,d), 6.93(2H,d), 7.05(lH,t), 7.27 
-7.34(2H,m), 7.50(lH,dd), 7.54-7.63(2H,m), 8.07-8.12(lH,m) 

IR (KBr) cm -1 : 1715, 1450, 1420, 1380, 1365, 1350, 1280, 1260, 11 
90, 1145, 1035, 1020, 990, 760, 745 

[0 0 4 9] 

HdiM9 

2-1 - [ [2' - (1 h--t- 5 tr^xx 

Jl-4-^)1] 

x^;i/ 2-X^/l/T'tf- 1 - [[2' -(lH-fh7';-;i/-5--f^) 

x.—)V -4 'OX^f ^ £V—;i/- 7 N ( 

0.2 g) £ 1 (1 -3ml) ^-11/ (5 ml) ?§ 

#^SriD^TpH4®Mi:bT«fffiLfe^Sr5 
JfcU (0.1 7 g, 

8 1 %)£#fc 0 

i&J& 2 2 3-2 2 50 (#fl?) 

C 23 H 18 N 6 0 2 S • l/2C 4 H g 0 2 ilbT 
C (%) H (%) N (%) 
tf-JHB : 6 1.72; 4.56; 17.27 

44 


03-100056 



0 2 — 4 1 3 6 7 9 


mmm : 61.59 ; 4.54; 17.54 

1 H-NMR (200MHz, DMSO-dg) 8 :2.75(3H,s) , 5.76(2H,s), 6.88(2H,d), 7,01( 
2H,d), 7.25(lH,t), 7.47-7.66(5H,m), 7.82(lH,d) 

IR (KBr) cm -1 : 1710, 1485, 1450, 1420, 1370, 1345, 1320, 1280, 1 

245, 1195, 1150, 990, 780, 760 

[0 0 5 0] 


2—1 - [ [ 2 ' - — i) l/) — 

JU-4->f JUj 

x^;i/ 2l - [ [2 7 -(l H —-x- 5 

¥-7X.—JV-4 -4 ^ 7h ( 

0.3 5 g) S: 1 (2.2ml) * J -71/ (7ml) 

iN-n®tpH3-4g 




# j — b 


TIMS (0.2 1g, 6 4 %)£#£„ Hj& 2 0 9 - 2 1 0-C (^fi?) 
7n5R^«ffll C 24 H 20 N 6 O 2 Si:bT 

C (%) H (%) N (%) 
ttH-fit : 6 3.14 ; 4.42; 18.41 

mffli it : 6 2.8 9 ; 4.35; 18.15 

X H-NMR (200MHz, DMS0-d g ) 5 :1.39(3H,t) , 3.36(2H,q), 5.76(2H,s), 6.87( 
2H,d), 7.01(2H,d), 7.25(lH,t), 7.47-7.69(5H,m), 7.82(lH,dd) 

I R (KBr) cm -1 : 1695, 1450, 1415, 1350, 1275, 1225, 1190, 1180, 11 
45, 755, 740 

[0 0 5 1] 

mmm 11 

2-Xn 1 - [ [2' - (1 H-t b7'J-JV- 5 —f 7b) \?7 m 

—)V~ 4 ~4 )l] ^ 7 

xf;p 2-^mf;i/ft-i-[[2' -(l h--x 5 ->r;i/) 

4 'OX^ s. 7 b ( 


03-100056 


r 


0 2 — 4 


1 3 6 7 9 


0.2 5 g) & 1 N-^jl2>r V( 1.5ml) Z&ti* # J-/V (5ml) 
•*»> 2^r4*0l^5i^bfc o -;!/&©£ I/, lN-IitpH3-4iIt 

l4JrffiUfc*gS&*8tU (0. 

2 1 g, 9 1 %)£#£„ 

H&J& 222 — 223*0 (ftM) 

Ttmftffim c 25 H 21 N 6 o 2 si:ut 

C (%) H (%) N (%) 
ffWM : 6 3.9 5 ; 4.51; 17.90 

mmm :63.78; 4.85; 17.59 

1 H-NMR (200MHz, DMSO-dg) 6 :0.99(3H,t), 1.67-1.85 (2H,m) , 3.35(2H,t), 
5.77(2H,s), 6.87(2H,d), 7.01(2H,d), 7.25(lH,t), 7.46-7.70(5H,m), 7.82(1H 
,dd) 

I R(KB r ) c m -1 : 1700, 1450, 1280, 1240, 1195, 1145, 755, 740 

[0 0 5 2] 

1 2 

*^;i/ 2—xK'>- i — [ [ 2 ' - (iH-fh7'/^-5—r;i/) tr 

7i-^-4->f;i/] ^ £V-;v- 7h 

l- [ (2' -S/TJ i^y ai^;i/-4--r;v) -2-mh^r 

^7-*;i/3tf3fs/9-h (i.8 5 g) m; 

(2.8 0 g) £ (l 5ml) tp % i H|S3in»M»Lfc. Kit 

M£ii*S$£0U ;-JV (5 0ml) 1 (2 0ml) &’*! 

0^ra#H?l/fc. 1 V-*fj!kT*p H3 -4mKJCkfc# 

§gLTMHS:#fco »afcx^-x>^>^e»#«sabT^fe*ga d.ieg 

, 5 6 %) 

Hj& 191-1930 (#8?) 

7Ci5t##Hi C 25 H 22 N 6 0 3 -l/5H 2 0i:bT 
C (%) H (%) N (%) 
fflL# : 6 5.5 8 ; 4.75; 18.53 

4 6 


i. 


03-100056 


02—413679 


miM : 6 5.5 5; 4.93; 18.35 

1 H-NMR (200MHz, C D C lg) 8 : 1.43(3H,t,J=7.0Hz), 3.57(3H,s), 4.30(2H 
,q, J=7.0Hz), 5.54(2H,s), 6.72(2H,d,J=8.2),6.84-6.97(4H,m), 7.28-7.33(lH 
,m), 7.40(lH,dd,J=1.8,7.0Hz), 7.57-7.62(2H,m), 8.03-8.07(lH,m) 

IR (KBr)cm' 1 : 1720, 1550, 1475, 1430, 1280, 1250, 1040, 755, 73 

5 

[0 0 5 3] 

MMM 1 3 

2 -xf;i/75 7 - 1 - [[2' - (lH-r 5 

— 01 /] ^ 7 -jj h 

1 — [ ( 2 ' —S/'T 7 tf 4— >f/i/) - 2 -n:^;v 

y ^ j 7 h ( 1.2 3 g) 

(2.8 0 g) (DbfrZLls (1 5ml) ig?g£4 0 L 

**7-;i/ (5 0ml) lN-fi* (15ml) 

ZtiaZ.T^M'V 1 O^Mf#bfco lN-*t-fy-m P H5gIi:Lfct 

*i/'J -?wm U 7. * 7 

(0.8 3g, 6 1%) *mt=.o 
M& 166-1681C 

1 H — N M R (200HHz, CDC1 3 )8 : 1.13(3H,t,) , 1.21(3H,t), 3.43(2H,q), 4. 
13(2H,q), 5.48(2H,s), 6.78(2H,d), 6.99(2H,d), 7.07(lH,t), 7.22 (lH,dd), 

7.42-7.49(2H,m), 7.54-7.69(3H,m) 

IR (KBr) cm -1 : 1720, 1650, 1310, 1285, 765, 755, 750 

[0 0 5 4] 

MtfcW 1 4 

2 —yn tr;i/T^ j - 1 - [ [ 2 7 - (iH-y-by)/-Ji-5-y;i 

) tfyair.;i/-4 KyXJ $ 1 h 

ji 1 - [ (2 1 — yyj tf- 7 oc—;i/-4 --01O -2-yntr 

;i/T^ 7 s<yXj $ 1 h (1.2 0 g) is&zfiyy 

4 7 


03-100056 


ItbV (2.7 g ) CD Wl/:n5 

*?>m U (20ml) {C5®ig2i2\ 1N-I£^(15ml) 

t'io«^Lfc„ l N-*-fe-ry-^7:'pH5jg^i;Lfc^ 

•eii&mLfc. £««&*& miMiLfc. 

7A?D7h -x*mw£b, * * ; 

Mbs (1.0 g, 7 7%) £#£., 

S&J& 1 70—1 72*0 

1 H-NMR (200MHz, C D C lg) 8 : 0.89(3H,t) ,1.14(3H,t) , 1.52-1.70(2H,m) , 
3.35(2H,t), 4.14(2H,q), 5.49(2H,s), 6.77(2H,d), 6.99(2H,d), 7.05 (lH,t) 
, 7.21(lH,dd), 7.39-7.47(2H,m), 7.50-7.65(3H,m) 

IR (KBr) cm -1 : 1720, 1670, 1660, 1290, 1270, 760 

[0 0 5 5] 

mmmi 5 

2-Xh^ri/-l-[[2' - (N— h V 5->f 

;i/) tf7x-^/-4->f;i/] ^ 7 

2-3lh3r'>- [[2 7 -(1 H-f - 5->f/I/)fcf:7x:=./l/-4 ->f 

7-^j;i/^>^(2.o 7g)©si-ft^^i/Xi 
0ml)^?g{c. K(1.5 9 g)^i:tJ f M;x^;i/r^X0.8ml) 

zMz.rmux* immfr<&/uVf=. 0 dLfamz*m, f&m®.. 

168-1700 

c 43 H 34 N 6 o 3 i:bT 
COS) H(X) N(%) 

fUjCffi : 75.64 ; 5.02 ; 12.31 

Hit : 75.37 ; 4.96 ; 12.20 

1 H-NMR(200MHz,CDCl 3 ) 8 :1.40(3H,t), 4.61(2H,q), 5.58(2H,s), 6.76 
(2H,d), 6.91-6.96(8H,m), 7.12(lH,t), 7.17-7.41(12H,m), 7.60(lH,dd), 7.73 
-7.82 (2H, m) 


02—413679 


[0 0 5 6] 

1 6 

2—xh^f'>-l-[[2' -(lH-r 

- 5 ->f ;i/) ^ #V-;i/- i -a/nK* 

h 

2—nih^ri> — 1 — [ [ 2' - (N- h 'J7x-jl/^f^rb7';-ib- 5—f 
;i/)tr^oc^;i/-4 ->f ;i/] s<yxj ^ i -*;b/i?>icDDM 

?i*(o.5 3 g)J3<fcU t J:'5fbtrAn>r;i/^-drS/^^;i/(o.9 

4g)tti §It3 0^1#lfc. fclfomzyk&MX-. 

bfc. ^**&*8s, #*feesife. 

Oml)Kl»j|PS-ft, 1 N-fi8K6ml)«:ill*.T, MT* 1 WMfflj&K jS 

7KS:i6D^#^x^;i/T-#mL/}fec ^tfiJS£*i5fc, KiLfct 
, »«&«=&U #e> 

. I 3 g, 6 3% 

)&#fc o 

1 04-1 0 6TC 

7C*^#fH C 30 H 30 N 6 O 5 * l/5C 4 H g 0 2 • l/5C 6 H 14 t Ut 

C (X) H (%) N (X) 
ff-JMt: 65.06 ; 5.90 ; 14.32 
HiKHiS : 64.79 ; 5.85 ; 14.43 

1 H-NMR(200MHz,CDC 1 3 ) 6 :1.13(9H,s), 1.44(3H,t), 4.37(2H,q), 5.61 
(2H,s), 5.68(2H,s), 6.80(2H,d), 6.93(2H,d), 6.99-7.11(2H,«), 7.33-7.37(1 
H,m), 7.49-7.54(lH,m), 7.59-7.62(2H,m), 8.03-8.07(lH,m) 

[0 0 5 7] 

mmm 17 

1— x.^;i/ 2-xh>J/- 1 - 

[ [ 2 7 - (lH-fh7'7-;i/-5 If 4 —< 7lx] ^ 

2- xhdpi/-i-[[2 / -(N-h y 5 --f 

4 9 


03-100056 



0 2 — 4 1 3 6 7 9 


;i/) tr^a: —JV -4 ->f ; 1/] Kz/X>( $ — 7 -]ft;i/3tf:vg&(0.5 

g)©DMF(5ml)^tlC^M#y ?A(0.1 2 g )£<!:£>*$/? =**/;!/ 1 - 

mo. 2 6 g)£in;t, iiatiw<iuifc 0 el 

jESiRjc^srfti^TOai^-cttffiLfe- 

Vt =.. lN-mM(2ml)ZijaX-&U'V 1 

B#Hg2>'<8^bfc 0 *Sr*IiL»ik3i^^/T»«rmUfc. MVk 

JS£;?Ki$fc, £i/D □ v 

-T?»«U i«(0.2 1g, 4 7%)Wc„ 

Rfcj& 103-106X: 

C 33 N 34 N 6 0 6 i: UT 



C(X) 

H (X) 

N(X) 

mnm: 

64.91 ; 

5.61 ; 

13.76 

mmm: 

64.94 ; 

5.71 ; 

13.66 


[0 0 5 8] 

ISOttlCbTlIfetlfcfefi (lg) ic:r#y-;v (6ml) &**., 3 

«flSf*'<ttA/bfcft, j&cJfrfirttLfc. 1 OTCJKTT?l^I8f)6'<ttA/Lfcl«SSS: 

5IfcU #:n*y-;VT?Sfct£Lfc., #&*lfcraft8:«JET2 5T5T?9I$I3U $ £> 

1C 3 5Of 1 8B#im!£^LT, &ft»5fc*£6 (0. 9 4 g) 

Afcj& 163TC (5HS0 

C 33 H 34 N 6 Ogi:bT 
C (X) H (X) N (X) 

ff-JMt: 64.91 ; 5.61 ; 13.76 

Hit : 64.73 ; 5.66 ; 13.64 

1 H-NMR (200MHz) 8 : 1.13-1.84(16H,m) ,4.28-4.55(3H,m) ,5.65(2H,d) ,6.7 
2(lH,q),6.81(2H,d),6.93(2H,d),7.03(lH,t),7.22-7.23(lH,m),7.31-7.36(lH,m) 
,7.52-7.60(3H,m),8.02-8.07(lH,m) 

IR (KBr) cm -1 : 2942, 1754, 1717, 1549, 1476, 1431, 1076, 1034, 750 
MS (m/z) : 6 1 1 [M+H] + 

[0 0 5 9] 


5 0 


03-100056 


0 2—4 1 3 6 7 9 


mmm i 8 

2~* h 3r - 1 - [ [ 2 ' —(1 H—ir h:?!/—7l/ — 5 — >f 71/) tf7x 
—;b-4 *^;i/] 5 £V-;i/- i b 

[i — (2' -t/ry tr^ai—;i/-4- 2 
>X>r ^ £V-71/- 7 K0.60 g)£7S*ffc b 

1.5 g)£ h;i/X>(l 5ml)cfJ, 4 1/fcijgllS:;* * J 

-Ml 0ml)ic^fi?$-fr, 1 N-fSm(3ml)$:jEiD^^7? 1 0 < ISA/Lfc 

o fcfem&mmv in-*-^ y-***-epH3-4 tu it^n^i/'-e&imL 
fee ;£*£M£7Mft, fgftffc. 

97-f--eiisiLfco »&tifcffi*gii€:m 3 i^^e»#iiesuT, i 6 X'jx 

AS(0.65g, 6 5%)Wc. 

1Rj& 1 65 — 1 6 6 "C 

c 24 h 20 n 6 o 3 • i/ioh 2 o t. VX 

C (%) H (%) N (%) 

ftMUi: 65.18 ; 4.60 ; 19.00 

Hit: 64.91 ; 4.49 ; 18.99 

1 H — N M R (200HHz, C D C lg) 6 :3.64(3H,s), 3.93(3H,s), 5.55(2H,s), 6.75 
(2H,d), 6.90-7.01(4H,m), 7.31-7.36(lH,m), 7.49(lH,dd), 7.55-7.64(2H,m), 
8.03-8.07(lH,m) 

[0 0 6 0] 

mmmi 9 

2—*h3r$/— l-[[2' -(1 - 5 --f ;i/) oi— 71/-4 

**■71/ 2-*b*t/-l-[[2' - (1 H-^ h^'/-7l/- 5--f 71/) tf y jl 

—71/-4 ->f 71/] **/!/] s<yX>( $ *V-7l/-7 -*7I/sK3fS/*- h (0.2 2 g 

)©**y- 71/(1 o«i)»*k:i N-^-feW'y-^Ci. 5mi)S:jn^., 6^P4*n 

#31C*&i«*lN-*fc8rCpH3-4i:Lfc. 

, 7 7 %)£#£:„ 

5 1 


03-100056 


r 


0 2 — 4 1 3 6 7 9 


M& 2 0 

8-2 

0 9TC 



C 23 

H 18 N 6°3 ’ 

0.7H 2 O 


C(%) 

H(X) 

N(*) 

tn^t: 

62.92 

; 4.45 

; 19.14 

mmm : 

62.81 

; 4.08 

; 19.19 


1 H — N M R (200HHz, DMSO-dg) 6 :4.15(3H,s), 5.63(2H,s), 6.90(2H,d), 7.00( 
2H,d), 7.18(lH,t), 7.46-7.70(6H,m) 

[0 0 6 1 ] 

mmm z o 


2 J - 1 - [[2' -(1 5-4 JV) 

-4 -4M ^ jt'S—J I/- 7 

2 —J0.4-JI/7 ^ 7 - l - [ [2 ' -(lH-f !/—;!/- 5 --f ;b) hf 
-7oc4 ^yX4 $ *V-;v- i — h (o . 5 

2 g)©3i^y-;i/(5ml)^{C, 1 N-**fe>f y-df*»*(4«l)S:aiIit, 8 

0T!T'2 < liAy Lfco M/&M£}giSSibT 1 N-ig®t'pH4-5iibfet 

% fBife.altSr ?> ^ J )\> W&h i§i U ”CeHej(0 . 

3 g, 63.4%)&#fe„ 

Btj& 240-242'C 

C 24 H 21 N 7 0 2 • 1.1H 2 0 £ It 


CO) 

H(X) 

N(X) 

fff-JMS : 62.76 ; 

5.09 ; 

21.35 

mmm : 62.65 ; 

5.15 ; 21.23 


1 H-NMR (200MHz, DMSO-dg) 8 :1.20(3H,t), 3.43(2H,q), 5.62(2H,s), 6.85( 
2H,d), 6.99(2H,d), 7.10(lH,t), 7.34(lH,d), 7.44-7.68(5H,m) 

[0 0 6 2 ] 

mmm 21 

2-zfU J ~ 1 ~ [[2 7 -(1 H-9- 5->f;i/)B7i- 

;i/- 4 **■/!/] KyX4 ^ 9'J-fr- 7 

2 0 4: It, I&^S 7 3 lRj& 244-24 6^C 


5 2 
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C 25 H 23 N 7 0 2 • l/2H 2 O il L/T 



C(X) 

H(X) 

N(X) 


64.92 ; 

5.23 ; 

21.20 

mmi it: 

64.79 ; 

5.27 ; 

21.08 


iiMi 6 2-2 6)%&mLZz 0 

[0 0 6 3] 

HifcM 2 2 

(5-^^-2-^^py-i 2-x 

h- 1 - [[2 7 -(i 5 ;i /-4 ->r;i/] 

JR^ 5 5 % 

m& 122 — 125 ‘C (&M) 

C 2g H 24 N 6 0 6 -CHClgtlt 


C(X) 

H (X) 

N (X) 

ff-W-fiS : 53.63 ; 

3.75 ; 

12.51 

: 53.32 ; 

3.58 ; 

12.24 


1 H — N M R (200MHz, C D C I3) 8 :1.43(3H,t), 2.11(3H,s), 4.40(2H,q), 4.80 
(2H,s), 5.58(2H,s), 6.79(2H,d), 6.94(2H,d), 7.02(lH,t), 7.15(lH,dd), 7.3 
5-7.39(lH,m), 7.49-7.63(3H,m), 8.00-8.04(lH,m) 

[0 0 6 4] 

2 3 

T± b*r'>*?-JV 2-rc b^ris- 1 - [[2 # -(1 H-f h7';-;i/-5- 

^f/U)l^-7ai—/ly-4 - >( M $ #'J-)V~ 7 - jl JVtf* - 

b 

J&sp 3 8 % 

ffluH 1 5 2- 1 541C (&M) 

TtmfttirU C 27 H 24 N 6 o 5 i;lT 

C (X) H (X) N (X) 

tf-^# : 63.27 ; 4.72 ; 16.40 


5 3 


03-100056 



0 2 — 4 1 3 6 7 9 


HMI! : 63.55 ; 4.70 ; 16.18 

1 H — N M R(200MHz,C D Clg) 6 :1.43(3H,t), 2.01(3H,s), 4.38(2H,q), 5.61 
(2H,s), 5.69(2H,s), 6.81(2H,d), 6.93(2H,d), 7.01(lH,t), 7.13(lH,d), 7.33 
-7.38(lH,m), 7.53-7.62(3H,m), 8.03-8.07(lH,m) 

[0 0 6 5] 

H&ftf 2 4 

zfu 2-Xh^'>-l-[[2' -(lH-fh7'/“ 

)i- 5 4->n\,] ^ 7 

h 

6 0 % 

1 4 5-1 500 

C 28 H 26 N 6 0 5 • 0.2C 7 H g ^ LT 



C(X) 

H(» 

N(%) 

tmm : 

64.79 ; 

5.10 ; 

15.42 

Halt: 

64.70 ; 

5.10 ; 

15.44 


1 H — N M R (200MHz ,CDC lg) 6 :1.04(3H,t), 1.44(3H,t), 2.29(2H,q), 4.40 
(2H,q), 5.61(2H,s), 5.71(2H,s), 6.82(2H,d), 6.92-7.14(3H,m), 7.20(lH,m), 
7.33-7.38(lH,m), 7.53-7.61(3H,m), 8.03-8.08(lH,m) 

[0 0 6 6 ] 

M 56M 2 5 

tt'J 2-a: h^f */- 1 - [ [ 2 ' ~ ( 1 H-^ 

^ — h 

JR^ 3 6 % 

M& 96-1000 

c 29 h 28 n 6 o 5 • 0.4C 7 H 8 £LT 



Ctt) 

HU) 

N(%) 

mmmi 

66.15 ; 

5.45 ; 

14.55 

mmm: 

66.11 ; 

5.44 ; 

14.65 


03-100056 


0 2 — 4 1 3 6 7 9 


1 H — N M R(200MHz,C D Clg)6 :0.85(3H,t), 1.44(3H,t), 1.55(2H,m), 2.24 
(2H,q), 4.38(2H,q), 5.61(2H,s), 5.70(2H,s), 6.81(2H,d), 6.93(2H,d), 7.00 
(lH,t), 7.20(lH,m), 7.33-7.38(lfl,m), 7.52-7.61(3H,m), 8.01-8.10(lH,m) 

[0 0 6 7] 

mmm 2 6 

2-a: 1 - [[2 ' -(lH-r 

JU- 5 7 -jtjAtf 

h 

JR^ 5 3 % 

lftj& 143 — 145*0 

c 2g H 28 N 6 o 5 -o.ic 7 H 8 i:it 

C (%) H (%) N (%) 

: 64.88 ; 5.28 ; 15.29 

65.04 ; 5.25 ; 15.18 

1 H-NMR(200MHz,CDC 1 3 ) 6 :1.09(6H,d), 1.44(3H,t), 2.50(lH,m), 4.38 
(2H,q), 5.61(2H,s), 5.70(2H,s), 6.81(2H,d), 6.91-7.00(3H,m), 7.19(lH,m), 
7.33-7.37(lH,m), 7.51-7.63(3H,m), 8.02-8.07(lH,m) 

1 7 7 — 2 

[0 0 6 8 ] 

2 7 

l-(Xh^f^^-;mi/)xf^/ 2-XL h^ris- 1 - [[2' — ( 1 H 

5 -jji) M s<yX4 5. 

— iv 


IR^ 4 4 « 


85-8 1 

r*C 



c 29 h 

28 N 6°6 * 

0. 

3H 2 Ohbt 


COS) 

H(X) 


N (%) 

turn: 

61.98 

; 5.13 

7 

14.95 

mmm: 

62.11 

; 5.02 

7 

14.69 

1 H-NMR (200MHz 

:,CDC1 3 

)8 

: 1.20(3H,t) 
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-4.22(3H,m), 4.31-4.47(lH,m), 5.61(2H,s), 6.62-6.72(3H,m), 6.80-6.95(4H, 
m), 7.29-7.32 (1H,in), 7.47(lH,dd) , 7.54-7.64(2H,m), 7.97-8.01(lH,m) 

[0 0 6 9] 

2 8 

1 ~T± 2-lh^p'>-l-[ [2' -(lH-fh7'y-;i/- 

5 71/-4 ->r;i/] ^ i 

*5— h 

JR^ 3 1%. 

1 0 5-1 0 7TC (#8?) 



C 28 H 26 

N 6°5* 

0.5H 2 Otlt 


ca> 

m%) 

N(X) 


62.80 ; 

5.08 

; 15.69 

mmm: 

62.77 ; 

4.69 

; 15.85 


1 H-NMR(200MHz,CDC1 3 ) 6 :1.46(3H,t), 1.49(3H,d), 4.47-4.62(2H,m) , 
5.59(lH,d), 5.83(lH,d), 6.84(lH,q), 6.90(2H,d), 7.03(2H,d), 7.11(lH,t), 
7.34-7.39(lH,m), 7.49(lH,d), 7.53-7.61(3H,m), 8.07-8.11(lH,m) 

[0 0 7 0] 

2 9 

2-xk>>-i-[[2' - 

(1 5 -^;i/)lf7xx;i/-4 -4M KyXA * 

-jv- 7 h 

3 3 % 

7 4 - 7 6 °C 



C 30 H 30 

N 6°5* 

1.5H 2 Ofcbt 


C(» 

H(X) 

N (%) 

tmm-. 

61.95 ; 

5.72 

; 14.45 

mmui 

62.02 ; 

5.43 

; 14.20 


1 H — N M R(200MHz,C D Clg) 6 :1.20(3H,d), 1.21(3H,d), 1.30(3H,d), 1.42 
(3H,t), 4.08-4.24(lH,m), 4.34-4.50(lH,m), 4.79(lH,m), 5.61(2H,s), 6.62-6 

5 6 

L 


03-100056 
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.75(3H,m), 6.83-6.98(4H,m), 7.27-7.32(lH,m), 7.48(lH,dd), 7.54-7.64(2H,m 
), 7.98-8.03(lH,m) 

[0 0 7 1] 

HiSSM 3 0 

2 J — 1 — [ [ 2 ' -(1 5 --f ;i/) zl — JV 

-4 -4)v) ^ tf'J—j]/- 7 - jtjfrtfyM 

mmmi 3 0 tmmizvx^mvt^o 

4 0% 

gft,& 24 7-2 5CC (#8?) 

C 23 H ig N 7 0 2 • 2.0H 2 Oi: L/T 
C (50 H (%) N (%) 
ffS'fit: 59.86 ; 5.02 ; 21.25 

: 59.99 ; 4.89 ; 21.36 

1 H-NMR(200MHz,CDC 1 3 ) 8 :2.94(3H,s), 5.64(2H,s), 6.82(2H,d), 6.99 
(2H,d), 7.02(lH,t), 7.31(lH,d), 7.42-7.63(5H,m) 

mmmi g 1-3 

[0 0 7 2] 

H»»J3 1 

2 -X. S3f£/- 1 - [[2 ' -(1H 

- 7 - 5 ()]/)¥? 31— JV- 4M ^ 

- 7 h 

J54% 

®fcj& 1 4 0 - 1 4 2t! 

7 tmftffim c 32 H 32 N 6 o 5 i:bT 



C(%) 

H00 

N (%) 

tnnat: 

66.19 ; 

5.55 ; 

14.47 

mmm ■■ 

65.93 ; 

5.46 ; 

14.39 


1 H-NMR(200MHz,CDC1 3 ) 8 : 1.12-1.87(13H,m) , 2.20-2.32(lH,m) , 4.47 
(2H,q), 5.60(2H,s), 5.73(2H,s), 6.86(2H,d), 6.99(2H,d), 7.07(lH,t), 7.27 


03-100056 


0 2 — 4 1 3 6 7 9 


-7.40(3H,m)> 7.54-7.61(2H,m), 8.05-8.09(lH,m) 

[0 0 7 3] 

^gJfcM3 2 

)]/*%-*/*?■)]/ 2-X 1 - [[2' -(lH-fh7y-;i/ 

h 

4 7% 

ffli& 138-1421C 



C 32 H 26 

N 6°5* 

o.5H 2 o • o.ic 4 H g o 2 i: it 


C(%) 

H (%) 

N(%) 

mmm: 

65.67 ; 

4.76 

; 14.18 

mmm-. 

65.71 ; 

4.66 

; 13.96 


1 H — N M R (200MHz ,CDC lg) 6 : 1.43(3H,t), 4.36(2H,q), 5.60(2H,s), 5.9 
8(2H,s), 6.74(4H,s), 6.99(lH,t), 7.09-7.14(lH,m), 7.21-7.36(3H,m), 7.50- 
7.59(4H,m), 7.90(2H,d), 8.02-8.06(lH,m) 

[0 0 7 4] 

3 3 

2-Xh^r'>-l-[[2' -(lH-fl' 
^ 5 - 4 3L—JI- 4 ~4 s<yX4 ^ 7 - 

— h 

5 6 % 

ttlj& 1 4 6 - 1 4 7X 

C 34 H 28 N 6 0 5 • 0.4C 4 H 8 O 2 i:LT 
C(%) H {%) N(X) 


#fW#E : 67.16 ; 5.07 ; 13.20 

^$Hit : 66.97 ; 4.86 ; 13.28 

1 H — N M R (200MHz, C D C I3) 8 : 1.44(3H,t), 4.45(2H,q), 5.61(2H,s), 5.8 
7(2H,s), 6.33(lH,d), 6.84(2H,d), 6.96(2H,d), 7.05(lH,t), 7.31-7.57(10H,m 
), 7.65(lH,d), 8.00-8.04(lH,m) 


5 8 


03-100056 


1 7 iLmmzXsTMTOik&m (Hj&£M3 4~3 6) 

[0 0 7 5] 

mmm 3 4 

i/9 ;]/***/*?•;]/ 2-rch3f'>-i- [ [ 2 ' - (l 

H--T- 5 —f tT7ain;i/-4--f ;v] ^ #V 

—;i/- 7 h 

JR^ 5 4 % 

1 3 6- 1 3 8X3 

c 31 h 30 n 6 o 5 £1/T 



C(X) 

H (%) 

N (%) 

trait: 

65.71 ; 

5.34 ; 

14.83 

mmm : 

65.59 ; 

5.33 ; 

14.67 


1 H-NMR (200MHz, C D C lg) 8 : 1.41-1.84(llH,m) ,2.61-2.76(lH,m) ,4.43(2 
H.q),5.61(2H,s),5.72(2H,s),6.84(2H,d),6.96(2H,d),7.05(lH,t),7.22-7.26(lH 
,m),7.35-7.39(1H,m),7.53-7.61(3H,m),8.03-8.08(1H,m) 

[0 0 7 6] 

Hi6#j3 5 

hTAo>f 2 J - 1 - [ 12' ~ (lH-fh7 

'J—jv- 5-^fji/) ¥-74 - AM $. l - 

j] JV'tflr i/ ^ ^ 

JR^ 5 9 % 

gfcj& 1 3 0- 1 3 5X3 

C 30 H 31 N 7 O 4 • 0.4C H C lg • 0.2H 2 Oi:UT 



C(%) 

m%) 

N (%) 

nn-mz 

60.36 ; 

5.30 ; 

16.21 

mmm: 

60.20 ; 

5.20 ; 

16.08 


1 H-NMR (200MHz, C D C lg) 8 : 1.12(9H,s) ,1.20(3H,t) ,3.43(2H,q) ,5.52(2 
H,s),5.81(2H,s),6.80(2H,d),6.99(2H,d),7.08(lH,t),7.24(lH,dd),7.43-7.68(5 


02—413679 


H,m) 

[0 0 7 7] 

mnw 3 6 

1- (i/9 u^^i/^^ri/itjj]/^— ;i/X3f£/) 2-xW^;- 

l - [ [2' - (l H-^-5 --r;b) bf7ain;i/-4 —f;v] 

;i/] ^>X>r^^'y-;i/-7-^;i//j<^re/^-h 
j&m 7 6 % 

* 149-1 5 2 *C 



C 33 H 35 

N 7°5* 

0.5H 2 Oh It 


C(X) 

H(50 

N(%) 

if-INfi: 

64.06 ; 

5.86 

; 15.85 

mm< »: 

64.27 ; 

6.02 

; 15.86 


1 H — NMR(200MHz, C D Clg) 8 : 1.12-1.88(16H,m),3.38-3.47(2H,m),4.48-4 
.59(lH,m),5.51(2H,s),6.75-6.88(5H,m),7.04(lH,t),7.29-7.40(2H,m),7.47-7.5 
1(3H,m),7.91-7.95(1H,m) 

[0 0 7 8] 

1 yyp*y->*/>&&{b^<Dy>i?3ty>i/>-im&mw%jM 

imusixm] 

Douglas Endocrinology, 1 0 2, 685 — 696(1978)] 

mory>^^>i/>ii (a — 11 ) ?'>sm 

(Dj&n£ v A-u&wttmfrmzmmLtz. 

(1 0 " 6 m £ 10 _7 m) £ <fc r>* 125 i -yy i/^T > > 11 ( 125 

1 -aid( 1.8 5kBq/5 0 /4i)$:^^m^®{cAnx , r. mmznw^y 

^raK-Mfe 0 ffi&£MM<D 125 l-A-U$:7 4 Whatman GF/B 

filter ){C t fcy^ilb, ^^fC^L,fe 125 I-A-II©^lif?Stt$:ftiH!Ibfc 


[0 0 7 9] 


6 0 
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0 2 — 4 1 3 6 7 9 


m%km 2 a -1 KM't & 

Jcl : SD5*;M91^ £fi)&MV'fco b*fr\£ *-/l/N a 

mm T <fc IC^g# — =l-U*1&¥Z. U £ T*m&. 

*gfist©^Ttitifc. m$fcMR. Mm3j-^-is*ihmb ; 7>xp=L 
-y-izmimv, ^jHEEfejKu r^yx'mmvfc. s^«#t&jc*fjSK:&sA- 

11(10 Ong/kg) ©#JRfta^JCJ:4&#ffiSJSS:^«)fco D##U 

*©tfe#«rj£j&ICfeV'T A —IIL, 

ISrfcJ:tJE«^|fe©Sl»S:Jt«LTaitt!l^sS:^«)fe. 

CHIWSiR] 

1 tc^-To 


6 1 
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0 2 — 4 1 3 6 7 9 


R 2 

l?' r.H 


Et 
Et 
Pr 
Pr 

Me 
Me 

8 Et 

9 Et 

10 Pr 

11 Pr 

12 Et 

13 Et 

14 Pr 

16 Et 

17 Et I 0 ITet 

18 Me 

19 Me I 


COOEt 

COOH 

COOEt 

COOH 

COOEt 

COOH 

COOEt 

COOEt 

COOEt 

COOH 


COOMe 

58 

COOEt 

54 

COOEt 

0 

C00CH 2 0CtBu 

45 

74 

CH S 0 

COOCH-OCOO 

32 

COOMe 

17 

COOH 



waBwaa (in, jo mEEimmftm 


lxlO" 7 M | lxlO-*M| 3mg/kg, p. o 


+ + + a > 

+ + + 

+ + + 

+ 

+ + + 

NT 

+ + + 

+ + + 

+■ + + 

NT 

+ + + 

+ + + 

+ + + 

+ + + 


1 0 0 0 5 6 













02—413679 


1 © 0 * 3 #) 


feiiiai 

R' 

ID 

R 2 

R' 

earn (ip,%) 



IH 


1 X 10 - 7 H 

lxlO- fl M 

3 mg/kg, p. 0 

20 

Et 

NH 

Tet 

COOH 

84 

96 

+ + + 

21 

Pr 

NH 

Tet 

COOH 

0 

67 

92 

+ + 

22 

Et 

0 

Tet 

0 "N) 

C 00 CH 2 - k =C CHs 

66 

91 

+ + + 

23 

Et 

0 

Tet 

COOCH 2 OCOCH 3 

63 

92 

.+ + + 

24 

Et 

0 

Tet 

COOCHaOCOEt 

44 

84 

+ + + 

25 

Et 

0 

Tet 

COOCHaOCOPr 

48 

84 

+ + + 

26 

Et 

0 

Tet 

COOCHaOCOiPr 

55 

85 

+ + + 

27 

Et 

0 

Tet 

CH S 

COOCHOCOOEt 

42 

81 

+ + + 

28 

Et 

0 

Tet 

ch 3 

COOCHOCOCH 3 

CHa 

63 

91 

+ + + 

29 

Et 

0 

Tet 

COOCHOCOOiPr 

31 

76 

+ + + 

30 

He 

NH 

Tet 

COOH 

41 

79 

NT 

31 

Et 

0 

Tet 

COOCHaOCOO 

55 

84 

+ + + 

32 

Et 

0 

Tet 

COOCHaOCOO 

37 

69 

+ + + 

33 

Et 

0 

Tet 

C00CH=CH-O 

44 

81 

+ + + 

34 

Et 

0 

Tet 

C00CH 2 0C0-O 

54 

89 

+ + + 

35 

Et 

NH 

Tet 

COOCHaOCOtBu 

48 

87 

+ + + 

36 

Et 

NH 

Tet 

CH S 

coochocooO 

19 

61 

. + + + 


a) + + + ^70%> + + ^5 0%^ + >30%>- 

b) NT, not tested 
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mm&i mmm 
imm 

[0I$] I M # 

T&o 


5S 

[ffcl] 


r «fH«)n-Q 


R 2 



gtAtejSR' ^iCg&Sfc^bTV'TfccfcV^ 

>1?>1^U 

R 2 tt^-fX fcj: 7 ;n ^ 1/> 
S17 * -;i/S W.W. £ fc &M?■$! 2 RT© X^—9— £it V X tg& L X V' -5 3 
££^L, R' F^fb^tlTV'T^ 

U Ytt-O-, - (SOm) -(5£tK mliO , 1 £ £&2 &a^r)£fctt- (N 
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[Name of Document] SPECIFICATION 

[TITLE OF THE INVENTION] 

Benzimidazole Derivatives 

[CLAIM] 

[Claim 1] A compound of the formula: 
[Chemical 1] 



wherein the ring A is a benzene ring which may optionally contain 
substitution in addition to the R'group; R 1 is hydrogen or an 
optionally substituted hydrocarbon residue; R 2 is a group capable of 
forming an anion or a group convertible thereinto; X is a direct 
bond or a spacer having an atomic length of two or less between the 
phenylene group and the phenyl group; R' is carboxyl, an ester 
thereof or an amide thereof; Y is -0-, -S(0) B - or -N(R 4 )- wherein 
m is an integer of 0, 1 or 2 and R 4 is hydrogen or an optionally 
substituted alkyl group; and n is an integer of 1 or 2; or a salt 
thereof. 

[Claim 2] The compound of Claim 1 wherein R' is a group having the 
formula: -C0-D' wherein D' is hydroxyl or lower (C,_») alkoxy 
optionally substituted with hydroxyl, amino, halogen, lower (C 2 _ 6 ) 
alkanoyloxy, 1-lower (Ci_„) alkoxycarbonyl or lower (C,_*) alkoxy on 
the alkyl moiety. 

[DETAILED DESCRIPTION OF THE INVENTION] 

[ 0001 ] 

[FIELD OF THE INVENTION] 

The present invention relates to novel benzimidazole 
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derivatives having potent pharmacological actions and intermediates 
for the preparation thereof. More particularly, the present 
invention relates to compounds having the following formula: 
[Chemical 2] 



wherein the ring A is a benzene ring which may optionally contain 
substitution in addition to the R'group; R* is hydrogen or an 
optionally substituted hydrocarbon residue; R 2 . is a group capable of 
forming an anion or a group convertible thereinto; X is a direct 
bond or a spacer having an atomic length of two or less between the 
phenylene group and the phenyl group; R' is carboxyl, an ester 
thereof or an amide thereof; Y is -0-, -S(0) m - or -N(R % )- wherein 
m is an integer of 0, 1 or 2 and R« is hydrogen or an optionally 
substituted alkyl group; and n is an integer of 1 or 2; and the 
salts thereof, which have potent anti-hypertensive activity and 
strong angiotensin H antagonistic activity. They are useful as 
therapeutic agents for treating circulatory diseases such as 
hypertensive diseases, heart diseases (e.g. hypercardia, heart 
failure, cardiac infarction, etc.), strokes, cerebral apoplexy, etc. 

[ 0002 ] 

[BACKGROUND OF THE INVENTION] 

The renin-angiotensin system is involved in the homeostatic 
function to control systemic blood pressure, the volume of body 
fluid, balance among the electrolytes, etc., associated with the 
aldosterone system. Development of angiotensin n converting enzyme 
inhibitors (ACE inhibitor) (this converting enzyme produces 
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angiotensin II which possesses a strong vasoconstrictive action) has 
clarified the relation between the renin-angiotensin system and 
hypertension. Since angiotensinH constricts blood vessel to elevate 
blood pressure via the angiotensin n receptors on the cellular 
membranes, angiotensinH antagonists, like the ACE inhibitor, would 
be useful in treating hypertension caused by angiotensin. 

It has been reported that various angiotensin n analogues 
such as saralasin, [Sar*,Ile 8 ]AH, and the like, possess potent 
angiotensin n antagonist activity. 

It has, however, been reported that, when peptide 
antagonists are administered parenterally, their actions are not 
prolonged and, when administered orally, they are ineffective (M. A. 
Ondetti and D. W. Cushman, Annual Reports in Medicinal Chemistry, 13 , 
82-91 (1978)). 

[0003] 

It would be highly desirable to develop a non-peptide 
angiotensin 1 antagonist which overcomes these drawbacks. In the 
earliest studies in this field, imidazole derivatives having 
angiotensin H antagonist activity have been disclosed in Japanese 
Patent Laid Open No. 71073/1981; No. 71074/1981; No. 92270/1982; No. 
157768/1983; USP No. 4,355,040, No. 4,340,598, etc. Later, improved 
imidazole derivatives are disclosed in European Patent Laid Open No. 
0253310, No. 0291969, No. 0324377, Japanese Patent Laid Open No. 
23868/1988; and No. 117876/1989. Further, pyrole, pyrazole, and 
triazole derivatives are disclosed as angiotensin H antagonists in 
European Patent Laid Open No. 0323841, and Japanese Patent Laid Open 
No. 287071/1989. 

[0004] 

USP No. 4,880,804 discloses benzimidazole derivatives 
having an angiotensinn receptor antagonistic action, which are 
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intravenously active iji vivo in rats with renal hypertension. 
Examples of such benzimidazole derivatives are those represented by 
the following formula (A): 

[Chemical 3] 



wherein substituents, for example, in the 5 ~ and/or 6-position are 
hydroxymethyl, methoxy, formyl, chloro, or carboxy. Although most 
compounds among those exemplified are orally inactive, it is said 
that only the 6-hydroxymethyl and 6-chloro compounds are orally 
effective (100 mg/kg or less). It is, however, believed that the 
activity of even these disclosed compounds is insufficient for 
clinical uses. 

[0005] 

[PROBLEM TO BE SOLVED] 

The present invention provides novel benzimidazole 
derivatives having potent anti-hypertensive activity and strong 
angiotensin H antagonistic action, which are of practical value in 
clinical use as therapeutic agents. 

[0006] 

[MEANS FOR SOLVING THE PROBLEM] 

The present inventors considered that compounds 
functioning to control the renin-angiotensin system as well as 
clinically useful for the treatment of•circulatory diseases such as 
hypertensive diseases, heart diseases (e.g. hypercardia, heart 
failure, cardiac infarction, etc.), strokes, cerebral apoplexy, etc. 
are required to have potent angiotensin H receptor antagonistic 
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activity and to exert strong oral and long-lasting angiotensin ][ 
antagonist action. Extensive investigations were made based on 
those consideration. As a result of this research, the present 
inventors have succeeded in synthesizing novel 2-substituted 
benzimidazole derivatives (I) possessing highly angiotensin H 
receptor antagonistic activity as well as exerting strong oral 
and long-lasting angiotensin H antagonistic and anti-hypertensive 
action and developed the present invention. 

[0007] 

The present invention relates to benzimidazole derivatives 
having the formula: 

[Chemical 4] 



wherein the ring A is a benzene ring which may optionally contain 
substitution in addition to the R'group; R* is hydrogen or an 
optionally substituted hydrocarbon residue; R 2 is a group capable of 
forming an anion or a group convertible thereinto; X is a direct 
bond or a spacer having an atomic length of two or less between the 
phenylene group and the phenyl group; R' is carboxyl, an ester 
thereof or an amide thereof; Y is -0-, -S(0) m - or -N(R*)- wherein 
m is an integer of 0, 1 or 2 and R 4 is hydrogen or an optionally 
substituted alkyl group; and n is an integer of 1 or 2; and the 
salts thereof. 

[0008] 

With regard to the foregoing formula (I), hydrocarbon 
residues for R 1 include, for example, alkyl, alkenyl, alkynyl, 
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cycloalkyl, aryl, and aralkyl groups. Among them, alkyl, alkenyl, 
and cycloalkyl groups are preferable. 

Alkyl groups for R* are lower alkyl groups having 1 to 
about 8 carbon atoms, which may be straight or branched, and include, 
for example, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
sec-butyl, t-butyl, pentyl, i-pentyl, hexyl, heptyl, octyl, and the 
like. 

Alkenyl groups for R 1 are lower alkenyl groups having 2 to 
about 8 carbon atoms, which may be straight or branched, and include, 
for example, vinyl, propenyl, 2-butenyl, 3-butenyl, isobutenyl, 
2-octenyl, and the like. 

Alkynyl groups for R‘ are lower alkynyl groups having 2 to 
about 8 carbon atoms, which may be straight or branched, and include, 
for example, ethynyl, 2-propynyl, 2-butynyl, 2-pentynyl, 2-octynyl, 
and the like. 

Cycloalkyl groups for R' are lower cycloalkyl groups having 
3 to about 6 carbon atoms, and include, for example, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, and the like. 

The above-mentioned alkyl, alkenyl, alkynyl, and cycloalkyl 
groups may be substituted with hydroxyl, an optionally substituted 
amino group (e.g. amino, methylamino, etc.), halogen, a lower 
(C,_%) alkoxy group or the like. 

Aralkyl groups for R* include, for example, phenyl—lower 
(Ci_*) alkyl such as benzyl, phenethyl, and the like, and the aralkyl 
group may be substituted with, for example, halogen (e.g. F, Cl, 

Br, etc.), nitro, lower (C,_*) alkoxy (e.g. methoxy, ethoxy, etc.), 
lower (C,_*) alkyl (e.g. methyl, ethyl> etc.), or the like at 

various positions of the benzene ring. 

Aryl groups for R 1 include, for example, phenyl and the 

aryl group may be substituted with, for example, halogen (e.g. F, Cl, 
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Br, etc.)» nitro, lower (C,_*) alkoxy (e.g. methoxy, ethoxy, etc.), 
lower (C,_*) alkyl (e.g. methyl, ethyl, etc.), or the like at various 
positions of the benzene ring. 

Among the above-mentioned groups for R', preferred examples 
are optionally substituted alkyl and alkenyl groups (e.g. lower 
(C,_ 5 ) alkyl and lower (C 2 _ 5 ) alkenyl groups optionally substituted 
with hydroxyl, an amino group, halogen or a lower (C,_*) alkoxy 
group). 

[0009] 

Examples of groups capable of forming an anion and groups 
convertible thereinto for R 2 include carboxyl, tetrazolyl, trifluoro- 
methanesulfonic amide (-NHSO 2 CF 3 ), phosphoric acid, sulfonic acid, 
cyano, lower (Ci_ 4 ) alkoxycarbonyl, and the like. These groups may 
be protected with, for example, an optionally substituted lower alkyl 
group or an acyl group. Such groups may include those which are 
capable of forming anions or convertible thereinto either chemically 
or under biological and/or physiological conditions (for example, 
in vivo reaction such as oxidation-reduction or hydrolysis catalyzed 
by in vivo enzymes). 

The compounds wherein R 2 is a group capable of forming an 
anion or convertible thereinto chemically (e.g. by oxidation, 
reduction or hydrolysis) (for example, an optionally protected 
tetrazolyl group (e.g. a group having the formula: 

[Chemical 5] 



wherein R is methyl, triphenylmethyl, 2-tetrahydropyranyl, 
methoxymethy1, ethoxymethyl, or optionally substituted benzyl such as 
p-methoxybenzyl and p-nitrobenzyl), cyano and the like), are useful 
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as synthetic intermediates. 

Among the above-mentioned groups for R 2 , preferred examples 
are tetrazolyl groups optionally protected with optionally 
substituted lower alkyl or acyl, carboxyl groups optionally protected 
with optionally substituted lower alkyl, and trifluoromethanesulfonic 
amide. 

[ 0010 ] 

Examples of carboxyl, esters thereof or amides thereof 
for R' include, for example, groups having the formula: 

-C0-D' wherein D' is hydroxyl, optionally substituted amino (e.g. 
amino, N-lower (Ci_ 4 ) alkylamino, N,N-dilower (C,_») alkyl amino, 
etc.), or optionally substituted alkoxy [e.g. lower (C,_s) alkoxy 
optionally substituted with hydroxyl, optionally substituted amino 
(e.g. amino, dimethylamino, diethylamino, piperidino, morpholino, 
etc.), halogen, a group having the formula: -0CH(R"')0C0R"" wherein 
R’" is hydrogen, straight or branched lower alkyl having 1 to 6 
carbon atoms (e.g. methyl, ethyl, n-propyl, isopropyl, n-butyl, 
isobutyl, t-butyl, n-pentyl, isopentyl, neopentyl, etc.), or 
cycloalkyl having 5 to 7 carbon atoms (e.g. cyclopentyl, cyclohexyl, 
cycloheptyl, etc.) and R"" is straight or branched lower alkyl having 
1 to 6 carbon atoms (e.g. methyl, ethyl, n-propyl, isopropyl, 
n-butyl, isobutyl, sec-butyl, t-butyl, n-pentyl, isopentyl, 
neopentyl, etc.), cycloalkyl having 5 to 7 carbon atoms (e.g. 
cyclopentyl, cyclohexyl, cycloheptyl, etc.), lower (Cj_,) alkyl (e.g. 
methyl, ethyl, n-propyl, isopropyl, etc.) and lower alkenyl having 2 
to 3 carbon atoms (e.g. vinyl, propenyl, allyl, isopropenyl, etc.) 
which are substituted with cycloalkyl having 5 to 7 carbon atoms 
(e.g. cyclopentyl, cyclohexyl, cycloheptyl, etc.) or phenyl, 
optionally substituted phenyl (e.g. phenyl, etc.), straight or 
branched lower alkoxy having 1 to 6 carbon atoms (e.g. methoxy. 
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ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy, 
t-butoxy, n-pentyloxy, isopentyloxy, neopentyloxy, etc.)» 
cycloalkyloxy having 5 to 7 carbon atoms (e.g. cyclopentyloxy, 
cyclohexyloxy, cycloheptyloxy, etc.)» lower (C,_ 3 ) alkoxy (e.g. 
methoxy, ethoxy, n-propoxy, isopropoxy, etc.) which is substituted 
with cycloalkyl having 5 to 7 carbon atoms (e.g. cyclopentyl, 
cyclohexyl, cycloheptyl, etc.) or phenyl, optionally substituted 
phenoxy (e.g. phenoxy, etc.) or optionally substituted benzyloxy 
(e.g. benzyloxy, etc.)], lower (Ci_ 6 ) alkoxy, lower (C,_t) alkylthio 
or optionally substituted dioxolenyl (e.g. 5-raethyl-2-oxo-1,3- 
dioxolen-4-yl, etc.) on the alkyl moiety. 

Examples of groups for R' may include groups capable of forming an 
anion and groups convertible thereinto, for example, tetrazolyl 
groups optionally protected with optionally substituted lower alkyl 
such as lower (C,_*) alkyl and lower (Ci_ 4 ) alkoxy lower (Ci_ 4 ) alkyl 
or acyl such as lower (C 2 _s) alkanoyl and optionally substituted 
benzoyl, trifluoromethanesulfonic amide, phosphoric acid, sulfonic 
acid, and the like. 

[ 0011 ] 

The benzene ring A may optionally contain substitution in 
addition to the R' group and such substituents include halogen 
(e.g. F, Cl, Br, etc.); nitro; cyano; optionally substituted amino 
[e.g. amino, N-lower (C»_ 4 ) alkyl (e.g. methylamino, etc.), 
N,N-dilower (Ci_ 4 ) alkyl amino (e.g. dimethylamino, etc.), 
N-arylamino (e.g. phenylamino, etc.), alicyclic amino (e.g. 
morpholino, piperidino, piperazino, N—phenylpiperazino, etc.), etc.]; 
groups having the formula: -W-R 13 wherein W is a chemical bond, -0-, 
-S- or -CO- and R is hydrogen or an optionally substituted lower 
alkyl group (e.g. lower (C,_ 4 ) alkyl optionally substituted with 
hydroxyl, optionally substituted amino (e.g. amino, etc.), halogen or 
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lower (C,_») alkoxy, etc.); groups having 

-(CH *) 0 -CO-D 

the formula: * 

wherein D is hydrogen, hydroxyl, optionally substituted amino (e.g. 
amino, N-lower (Ci_ 4 ) alkylamino, N,N-dilower (C,_*) alkyl amino, 
etc.) or optionally substituted alkoxy (e.g. lower (Ci_ B ) alkoxy 
optionally substituted with hydroxyl, optionally substituted amino 
(e.g. amino, dimethylamino, diethylamino, piperidino, morpholino, 
etc.), halogen, a group having the formula: -OCH(R"*)OCOR"" wherein 
R"' is hydrogen, straight or branched lower alkyl having 1 to 6 
carbon atoms (e.g. methyl, ethyl, n-propyl, isopropyl, n-butyl, 
isobutyl, t-butyl, n-pentyl, isopentyl, neopentyl, etc.) or 
cycloalkyl having 5 to 7 carbon atoms (e.g. cyclopentyl, cyclohexyl, 
cycloheptyl, etc.) and R"" is straight or branched lower alkyl having 
1 to 6 carbon atoms (e.g. methyl, ethyl, n-propyl, isopropyl, 
n-butyl, isobutyl, sec-butyl, t-butyl, n-pentyl, isopentyl, 
neopentyl, etc.), cycloalkyl having 5 to 7 carbon atoms (e.g. 
cyclopentyl, cyclohexyl, cycloheptyl, etc.), lower (Cj_ 3 ) alkyl (e.g. 
methyl, ethyl, n-propyl, isopropyl, etc.) and lower alkenyl having 2 
to 3 carbon atoms (e.g. vinyl, propenyl, allyl, isopropenyl, etc.) 
which are substituted with cycloalkyl having 5 to 7 carbon atoms 
(e.g. cyclopentyl, cyclohexyl, cycloheptyl, etc.) or phenyl, 
optionally substituted phenyl (e.g. phenyl, etc.), straight or 
branched lower alkoxy having 1 to 6 carbon atoms (e.g. methoxy, 
ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy, 
t-butoxy, n-pentyloxy, isopentyloxy, neopentyloxy, etc.), 
cycloalkyloxy having 5 to 7 carbon atoms (e.g. cyclopentyloxy, 
cyclohexyloxy, cycloheptyloxy, etc.), lower (C^j) alkoxy (e.g. 
methoxy, ethoxy, n-propoxy, isopropoxy, etc.) which is substituted 
with cycloalkyl having 5 to 7 carbon atoms (e.g. cyclopentyl, 
cyclohexyl, cycloheptyl, etc.) or phenyl, optionally substituted 


phenoxy (e.g. phenoxy, etc.) or optionally substituted benzyloxy 
(e.g. benzyloxy, etc.), lower (Cj.*) alkoxy, lower (Ci_*) alkylthio 
or optionally substituted dioxolenyl (e.g. 5-methyl-2-oxo-1,3- 
dioxolen-4-yl, etc.) on the alkyl moiety) and g is 0 or 1 ; 
tetrazolyl optionally protected with, for example, an optionally 
substituted lower alkyl group (e.g. lower (C,_%) alkyl, etc.) or an 
acyl group (e.g. lower (C 2 _ 6 ) alkanoyl, optionally substituted 
benzoyl, etc.); trifluoromethanesulfonic amide; phosphoric acid; 
sulfonic acid; etc. 

One or two of these substituents may be substituted at 
various positions of the benzene ring. 

[ 0012 ] 

X shows that the adjacent phenylene group is bonded to the 
phenyl group directly or through a spacer with an atomic chain of 2 
or less. As the spacer, any one can be exemplified, so long as it 
is a divalent chain in which the number of atoms constituting the 
straight chain is 1 or 2, and it may have a side chain. 

Examples of such spacers include lower (Ci_ 4 ) alkylene, -C0-, -0-, 
-NH-, C0-NH-, -O-CHz-, -S-CH Z -, -CH=CH-, etc. 

[0013] 

Y represents that R 1 is bonded to the 2-position of 
benzimidazole through a hetero atom. Examples of Y include -0-, 

-S0„- wherein m is 0, 1, or 2, -N(R*)- wherein R 4 is hydrogen or an 
optionally substituted lower (Ci_ 4 ) alkyl group, and the like, 
preferably -0-, -S-, and -NH-, more preferably -0- and -S-, 
especially -0-. 

When R l = H, the compounds having the formula (I) [Compound 
(I)] can exist in two tautomeric forms. 

[0014] 

Among the compounds represented by the above formula (I), a 



preferred embodiment of the invention is a compound of the formula 
(I’): 

[Chemical 6 ] 


R* C , H ^ 



R” 

wherein R' is lower (C,_s) alkyl optionally substituted with 
hydroxyl, amino, halogen or a lower (C,_%) alkoxy group (preferably 
lower (C 2 — 3 ) alkyl); R' is a group having the formula: -CO-D' 
wherein D' is hydroxyl, amino, N-lower (Ci_ 4 ) alkylamino, 

N,N-dilower (C,_») alkyl amino, or lower (Ci_ 4 ) alkoxy optionally 
substituted with hydroxyl, amino, halogen, lower (C 2 _ e ) alkanoyloxy 
(e.g. acetyloxy, pivaloyloxy, etc.) or 1-lower (Ci_ 8 ) 
alkoxycarbonyloxy (e.g. methoxycarbonyloxy, ethoxycarbonyloxy, 
cyclohexyloxycarbonyloxy, etc.) or lower (Ci_ 4 ) alkoxy on the alkyl 
moiety, or tetrazolyl optionally protected with a lower (C,_%) alkyl 
or acyl group (e.g. lower (C 2 _ s ) alkanoyl, benzoyl, etc.); R 2 is 
tetrazolyl optionally protected with an optionally substituted lower 
(C!_*) alkyl (e.g. methyl, triphenylmethyl, methoxymethyl, 
ethoxymethyl, p-methoxybenzyl, p-nitrobenzyl, etc.) or acyl group 
(e.g. lower (C 2 _ 5 ) alkanoyl, benzoyl, etc.), or carboxyl optionally 
protected with an optionally substituted lower (C» _ 4 ) alkyl group 
(e.g. methyl, triphenylmethyl, methoxymethy 1 , ethoxymethyl, 
p-methoxybenzyl, p-nitrobenzyl, etc.);R" is hydrogen, halogen, 
lower (C,_%) alkyl, lower (C,_*) alkoxy, nitro or -CO-D” wherein D" 
is hydroxyl or lower (Ci_ 2 ) alkoxy, or amino optionally substituted 
with lower (Ci_ 4 ) alkyl ( inter alia hydrogen, lower (C>_ 4 ) alkyl. 




or halogen, more preferably hydrogen); and Y is -0-, -S-, or -N(R % )- 
wherein R* is hydrogen or an lower (Ci_ 4 ) alkyl group. 

[0015] 

Preparation 

The compounds (I) of the present invention may be prepared 
by several reaction schemes, as illustrated below for a preferred 
compound. 

Scheme A 
[Chemical 7] 
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wherein Rt, R 2 , R', A, X, Y and n have the above-defined meanings 
and Z is halogen. 

Scheme B 
[Chemical 8] 
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wherein' each group has the above—defined meaning. 
Scheme C 
[Chemical 9] 
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wherein R', R 2 , R', A, X, Y and n have the above-defined meanings, 
and R 5 is optionally substituted lower (Ci_ B ) alkyl. 

Scheme D 
[Chemical 10] 



wherein each group has the above-defined meaning. 
Scheme E 
[Chemical 11 ] 



wherein each group has the above-defined meaning. 
Scheme F 
[Chemical 12] 
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wherein each group has the above-defined meaning. 
Scheme G 
[Chemical 13] 



wherein each group has the above-defined meaning. 
Scheme H 
[Chemical 14] 
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wherein each group has the above—defined meaning. 
Scheme I 
[Chemical 15] 
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wherein each group has the above-defined meaning. 



Scheme J 
[Chemical 16] 
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wherein each group has the above-defined meaning. 

Scheme K 
[Chemical 17] 
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wherein each group has the above-defined meaning. 
Scheme L 
[Chemical 18] 
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wherein A, R, R 1 , X, Y and n have the above-defined meanings, 
and R 6 is lower (C,.#) alkyl optionally substituted with lower 
(C 2 _6) alkanoyloxy, 1-lower (C,_ s ) alkoxycarbonyloxy, etc. 
[0015] 


The reaction as illustrated in Scheme A is an alkylation 
using an alkylating agent in the presence of a base. One molar 
portion of the compound (II) is employed with approximately 1 to 3 
moles of the base and 1 - 3 moles of the alkylating agent. 

The reaction is conventionally conducted in solvents such as 
dimethylformamide, dimethylacetamide, dimethylsulfoxide, 
acetonitrile, tetrahydrofuran, acetone, ethylmethyIketone, and the 
like. Examples of such bases include sodium hydride, potassium 
t-butoxide, potassium carbonate, sodium carbonate, and the like. 
Examples of such alkylating agents include substituted halides (e.g. 
chlorides, bromides, iodides, and the like), substituted sulfonate 
esters (e.g. p—toluenesulfonate esters, and the like), etc. 

The reaction conditions may vary depending on the combination of 
the base and the alkylating agent. Advantageously, the reaction is 



carried out at ice-cooling to room temperature for about 1-10 
hours. 

In the said alkylation, a mixture of two isomers, (I) and 
(I") is usually obtained depending on the position of the N atom 
to be alkylated. While the production ratio of Compound (I) and 
Compound (I") varies with the reaction conditions employed and 
the substituents on the benzimidazole ring, these two compounds can 
be obtained easily as pure products respectively by conventional 
isolation and/or purification methods (e.g. recrystallization, column 
chromatography and the like). 

The nitrile compound (la) is reacted with various azides to 
form the tetrazole compound (lb) as illustrated in Scheme B. One 
molar portion of the compound (la) is employed with 1 - 5 moles of 
the azide. The reaction is conventionally conducted in solvents such 
as dimethylformamide, dimethylacetamide, toluene, benzene, and the 
like. Examples of such azides include trialkyltin azide (e.g. 
trimethyltin azide, tributyltin azide, triphenyltin azide, etc.), 
hydrogen azide and ammonium salts thereof, and the like. In the case 
where the organotin azide compound is employed, 1 - 4 moles of the 
azide are employed per compound (la) and the reaction is carried out 
in toluene or benzene by heating under reflux for a period of 1 - 4 
days. When the hydrogen azide or its ammonium salt is used, 1 - 5 
moles of sodium azide and ammonium chloride or tertiary amine (e.g. 
triethylamine, tributylamine, etc.) are employed per compound (la) 
and the reaction is conducted in dimethylformamide at about 100°C - 
120°C for about 1 - 4 days. During this reaction, it is preferable 
to facilitate the reaction by adding an appropriate amount of sodium 
azide and ammonium chloride. In this case, improvement may sometimes 
be observed in reaction time and yield by the addition of the azide 
compound in suitable fractions. 



The ester (Ic) is hydrolyzed in the presence of alkali to 
give the carboxylic acid (Id) as illustrated in Scheme C. This 
reaction is conducted usually in a solvent such as aqueous alcohol 
(e.g. methanol, ethanol, methyl cellosolve, etc.) by using alkali in 
an amount of about 1 to 3 mol. relative to 1 mol. of Compound (Ic). 
Examples of such alkalis include sodium hydroxide, potassium 
hydroxide, etc. The reaction is conducted at temperatures ranging 
from room temperature to about 100°C for about 1 to 10 hours, 
preferably around the boiling point of the solvent for about 2 to 5 
hours. 

The 2-alkoxy derivative (Ie) is obtained by reacting 
phenylenediamine (IV) with alkyl orthocarbonate as illustrated in 
Scheme D. The reaction is conducted in the presence of an acid by 
using alkyl orthocarbonate of about 1 to 3 mol. relative to Compound 
(IV). Examples of such alkyl orthocarbonates include orthocarbonates 
of, for example, methyl, ethyl, propyl, isopropyl, butyl, etc. 

And, by using ,for example, acetic acid or p-toluenesulfonic acid, 
the reaction is accelerated to afford a ring-closed compound in a 
good yield. As the reaction solvent, halogenated hydrocarbons and 
ethers can be employed but, usually, it is more convenient to conduct 
the reaction without a solvent. The reaction is usually conducted at 
about 70 to 100°C for about 1 to 5 hours. In this reaction, a 
dialkoxyimino compound is produced as the reaction intermediate, 
which is then ring-closed into the 2-alkoxy compound (Ie) in the 
presence of the acid in the reaction system. It is also possible 
to isolate the reaction intermediate, which is then subjected to 
ring-closure reaction in the presence of an acid to form the 
2 -alkoxy compound (Ie). 

The phenylenediamino compound (IV) is reacted with various 
reagents to give the 2-keto compound (or the 2-hydroxy compound. If) 


as illustrated in Scheme E. This reaction is conducted by using a 
carbonylating reagent (e.g. urea, diethyl carbonate, bis(1- 
imidazolyl)ketone, etc.) in an amount of about 1 to 5 mol. relative 
to 1 mol. of Compound (IV) and, usually, by using, among others, 
halogenated hydrocarbons (e.g. methylene chloride, chloroform, etc.), 
alcohols (e.g. methanol, ethanol, etc.) or amides (e.g. dimethyl- 
formamide, dimethylacetamide, etc.). 

The 2-hydroxy compound (If) is selectively O-alkylated with 
a Meerwein reagent to give the 2-alkoxy compound (Ig) as illustrated 
in Scheme F. This reaction is conducted by using the Meerwein 
reagent in an amount of about 1 to 3 mol. relative to Compound (If), 
usually, employing, as the solvent, halogenated hydrocarbons (e.g. 
methylene chloride, chloroform, etc.) or ethers (e.g. methyl ether, 
ethyl ether, etc.). Examples of such Meerwein reagents include, 
among others, trimethyl oxonium fluoroborate (Me 3 0 + BF 4 _ ), 
triethyl oxonium fluoroborate (Et 3 0 + BF 4 _ ), etc. These are 
preferably used by in situ preparation according to the method 
described in literature references [H. Meerwein, Org. Syn. 46. 113 
and 120(1966)]. The reaction is preferably conducted at temperatures 
ranging from about room temperatures to the boiling point of the 
solvent used for about 2 to 20 hours. 

The phenylene diamino compound (IV) is reacted with various 
reagents in an organic solvent to give the 2-mercapto compound (Ih) 
as illustrated in Scheme G. Relative to 1 mol. of the phenylene 
diamino compound (IV), about 1 to 3 mol. of a thiocarbonylating agent 
(e.g. carbon disulfide, thiourea, potassium xanthate, etc.) or 
isothiocyanate (e.g. methyl isothiocyanate, ethyl isothiocyanate, 
etc.) is used. As the reaction solvent, alcohols (e.g. methanol, 
ethanol, etc.), amides (e.g. dimetylformamide, dimethylacetamide, 
etc.) or the like can be used. The reaction is preferably conducted 



at temperatures ranging from room temperatures to the boiling point 
of the solvent used for about 5 to 20 hours. 

The 2-mercapto compound (Ih) is alkylated in the presence 
of a base in an organic solvent to give the alkylthio compound (Ii) 
as illustrated in Scheme H. The reaction is conducted by using, 
relative to 1 mol. of Compound (Ih), about 1 to 3 mol. of the base 
and about 1 to 3 mol. of the alkylating agent usually in a solvent 
such as dimethylformamide, dimethylacetamide, dimethylsulfoxide, 
acetonitrile, acetone, ethyl methyl ketone, ethanol, methanol and 
water. As the base, there is used sodium hydroxide, potassium 
carbonate, sodium carbonate, sodium hydride, potassium t-butoxide, 
potassium hydroxide or the like. As the alkylating agent, there is 
used, for example, a halide (e.g. methyl iodide, ethyl iodide, propyl 
iodide, butyl iodide, and bromide or chloride thereof). The reaction 
is conducted usually at temperatures ranging from ice-cooling to the 
boiling point of the solvent used, while the reaction conditions vary 
with the base, the alkylating agent and the solvent employed. 

The phenylenediamine (IV) is reacted with isothiocyanate to 
form the thiourea compound (V), which is then subjected to 
desulfurization-cyclization to give the 2-substituted amino 
compound (Ij) as illustrated in Scheme I. The reaction is conducted 
by using about 1 to 3 mol. of isothiocyanate relative to 1 mol. of 
Compound (IV) usually in halogenated hydrocarbons (e.g. chloroform, 
methylene chloride, etc.), ethers (e.g. tetrahydrofuran, dioxane, 
etc.), aromatic hydrocarbons (e.g. benzene, toluene, etc.), alcohols 
(e.g. methanol, ethanol, etc.), acetonitrile, dimethylformamide or 
the like. The reaction can also be conducted without these solvents. 
Examples of such isothiocyanates include isothiocyanates of methyl, 
ethyl, propyl, isopropyl, butyl, etc. The reaction is conducted 
preferably at temperatures ranging from room temperatures to about 


50°C for about 10 to 60 hours. The desulfurization-cyclization can 
be conducted in a manner as described below. 

The reaction is conducted, in halogenated hdyrocarbons 
(e.g. HgCl 2 ), by using about 1 to 3 mol. of a metal halide (e.g. 
HgClz) relative to 1 mol. of the thiourea (V) obtained by the 
above-mentioned method. The reaction is conducted preferably at 
temperatures ranging from room temperature to the boiling point of 
a solvent employed for about 3 to 10 hours. The reaction can also 
be conducted by using about 1 to 3 mol. of methyl iodide relative 
to 1 mol. of thiourea (V) in alcohols (e.g. methanol or ethanol), 
preferably at temperatures ranging from room temperature to about 
the boiling point of the solvent for about 3 to 15 hours. 

The carboxylic acid (Ik) is formed by the alkaline 
hydrolysis of the carboxylic acid ester compound (Ij) as illustrated 
in Scheme J. The reaction is conducted by using about 1 to 3 mol. of 
alkali relative to 1 mol. of Compound (Ij) usually in a solvent such 
as an aqueous alcohol (e.g. methanol, ethanol, methyl cellosolve, 
etc.). Examples of such alkalis include sodium hydroxide, potassium 
hydroxide or the like. The reaction is conducted at temperatures 
ranging from room temperature to about 100°C for about 1 to 10 hours, 
preferably at about the boiling point of a solvent used for about 
3 to 5 hours. 

The protected tetrazole derivative (II) is deprotected to 
give Compound (Im) as depicted in Scheme K. Conditions of the 
deprotection depend on the protective group (R) then used. When R is 
triphenylmethy1, 2-tetrahydropyranyl, methoxymethyl, ethoxymethyl or 
the like, it is convenient to conduct the reaction in an aqueous 
alcohol (e.g. methanol, ethanol, etc.) containing about 0.5N to 2N 
hydrochloric acid or acetic acid at about room temperatures for 
about 1 to 10 hours. 



The compound (Iq) is prepared by protecting the tetrazole 
group in the presence of a base, and then the carboxyl group to give 
the ester compound (Ip), followed by removing the protective group 
under acid conditions as illustrated in Scheme L. In the reaction to 
obtain Compound (Io) from Compound (In), an alkylating agent is used 
in an amount of about 1 to 1.5 mol. relative to 1 mol. of Compound 
(In). Examples of the solvents to be used for the reaction include 
halogenated hydrocarbons such as chloroform, methylene chloride and 
ethylene chloride, ethers such as dioxane and tetrahydrofuran, 
acetonitrile, pyridine, etc. Examples of such bases include 
potassium carbonate, sodium carbonate, triethylamine, pyridine, etc. 
Examples of such alkylating agents include halides such as triphenyl- 
methyl chloride and methoxy methyl chloride, etc. While reaction 
conditions vary with combinations of the base and the alkylating 
agent employed, it is preferable to conduct the reaction by using 
triphenylmethyl chloride at temperatures ranging from ice-cooling to 
room temperature for about 1 to 3 hours in methylene chloride in the 
presence of triethylamine. In the reaction for producing Compound 
(Ip) from Compound (Io) thus obtained, the alkylating agent is 
used in an amount of about 1 to 3 mol. relative to 1 mol. of 
Compound (Iq). Examples of the reaction solvent include amides such 
as dimethylformamide and dimethylacetamide, acetonitrile, dimethyl- 
sulfoxide, acetone, ethyl methyl ketone, etc. Examples of the base 
include potassium carbonate, sodium carbonate, sodium hydride, 
potassium t-butoxide, etc. Examples of such alkylating agents 
include halides such as cyclohexyl 1-iodoethyl carbonate, ethyl 
1-iodoethyl carbonate, pivaloyloxymethyl iodide, etc. While reaction 
conditions vary with combinations of the base and the alkylating 
agent employed, it is preferable to subject Compound (Io) to reaction 
in DMF, by adding the alkylating agent in the presence of potassium 



carbonate, at about room temperatures for about 30 minutes to one 
hour. 

The reaction for deprotecting Compound (Ip) thus obtained 
is conducted preferably in a manner similar to the reaction (K). 

When trityl group is used as the protecting group of tetrazole group, 
it is preferable to conduct, the reaction in methanol or ethanol, 
while adding 1N-HC1, at about room temperatures for about 30 minutes 
to one hour. 

[0017] 

The reaction products obtained as above by the reaction 
processes (A) to (L), can be easily isolated and/or purified by or 
according to conventional methods such as, for example, column 
chromatography, recrystallization and the like. 

And, by conventional means, the compounds (I) can be formed 
as salts with non-toxic, physiologically or pharmaceutically 
acceptable acids or bases, for example salts with an inorganic acid 
such as hydrochloride, sulfate or nitrate, and, depending on 
compounds, salts with an organic acid such as acetate, oxalate, 
succinate or maleate, salts with an alkali metal such as sodium salt 
or potassium salt, or salts with an alkaline earth metal such as 
calcium salt. 

[0018] 

For the synthesis of these compounds (I), the starting 
compounds (II) and (IV) can be synthesized by or according 
to the methods described in, for example, the following literature 
references or methods analogous thereto, namely, by the reactions 
(M), (N), (0) and (P) as depicted below. 

(1) P. N. Preston, The Chemistry of Heterocyclic Compounds, Vol. HO, 
ed. by P. N. Preston, John Wiley & Sons Inc., New York (1981), 

pp. 1-286, 



( 2 ) 


E. S. Schipper and A. R. Day, Heterocyclic Compounds, Vol. 5, ed. 
by R. C. Elderfield, John Wiley & Sons Inc., New York (1965), 
pp. 194-297, 

(3) N. J. Leonard, D. Y. Curtin, & K. M. Beck, J. Am. Chem. Soc. 69 , 
2459 (1947), 

(4) S. Weiss, H. Michaud, H. Prietzel, & H. Kromer, Angew. Chem. 85 , 

866 (1973), 

(5) W. B. Wright, J. Heterocycl. Chem., 2, 41 (1965), 

(6) A. M. E. Omar, Synthesis, 1974 , 41, 

(7) D. J. Brown & R. K. Lynn, J. Chem. Soc.(Perkin I), 1974 , 349, 

(8) J. A. Van Allan & B. D. Deacon, Org. Syn., 30, 56 (1950), 

(9) S. P. Singh, S. S. Parmar & B. R. Pandey, J. Heterocycl. Chem., 
J_4, 1093 (1977), 

(10) S. Nakajima, I. Tanaka, T. Seki & T. Anmo, Yakugaku Zasshi, 78, 
1378 (1959), 

(11) K. Seno, S. Hagishita, T. Sato & K. Kuriyama, J. Chem. Soc., 
Perkin Trans. 1984 , 2013, 

(12) D. R. Buckle et al., J. Med. Chem., 30, 2216 (1987), 

(13) R. P. Gupta, C. A. Larroquette & K. C. Agrawal, J. Med. Chem., 
25, 1342 (1982), etc. 
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[wherein R 2 , A, X and n are of the same meaning as defined above; and 
R 3 stands for a lower (C,_») alkyl group]. 

Scheme N 
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[wherein each group is of the same meaning as defined above]. 
Scheme P 
[Chemical 22] 
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[wherein each group is of the same meaning as defined above], 

[0019] 

And, among the starting compounds (III), the compound (III) 
wherein n denotes 1, i.e. the compound (Ilia) is commercially 
available, or can be readily obtained also by subjecting Compound 
(XV) to halogenomethylation in accordance with the methods described 
in literature references, for example; 

1) J. R. E. Hoover, A. W. Chow, R. J. Stedman, N. M. Hall, H. S. 
Greenberg, M. M. Dolan and R. J. Feriauto, J. Med. Chem., 7^ 245 
(1964), 

2) R. J. Stedman, J. R. E. Hoover, A. W. Chow, M. M. Dolan, N. M. 
Hall and R. J. Feriauto, J. Med. Chem., 7_i_ 251 (1964), 

3) H. Gilman and R. D. Gorsich, J. Am. Chem. Soc., 78, 2217 (1956), 

4) M. Orchin and E. Oscar Woolfolk, J. Am. Chem. Soc., 67, 122 
(1945), etc. 

Scheme Q 
[Chemical 23] 
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X-^2) -> 

XV Ilia 

[wherein each group is of the same meaning as defined above]. 

Further, among the starting compounds (III), the compound 
(III) wherein n denotes 2, i.e. the compound (Illb) can be obtained 
from the compound (Ilia) in accordance with the reaction (R). 

Scheme R 
[Chemical 24] 
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[wherein each group is of the same meaning as defined above]. 

[ 0020 ] 

The compounds (I) and the salts thereof thus produced are 
less toxic, strongly inhibit the vasoconstrictive and hypertensive 
actions of angiotensin n, exert a hypotensive effect in animals, in 
particular mammals (e.g. human, dog, rabbit, rat, etc.), and 
therefore they are useful as therapeutics for not only hypertension 
but also circulatory diseases such as heart failure (hypertrophy of 
the heart, cardiac insufficiency, cardiac infarction or the like). 


strokes, cerebral apoplexy, etc. For therapeutic use, the compounds 
(I) and salts thereof can be orally or parenterally administered as 
pharmaceutical compositions or formulations (e.g. powders, granules, 
tablets, capsules, injections, and the like) comprising at least one 
such compound alone or in admixture with pharmaceutically acceptable 
carriers, adjuvants and/or diluents. 

Specific dose levels for any particular patient will be 
employed depending upon a variety of factors. The dose varies with 
the diseases to be treated, symptoms, subjects and administration 
routes, and it is desirable that a daily dose of 1 to 50 mg for oral 
administration or 1 to 30 mg for intravenous injection is divided 
into 2 to 3 administrations when used for treating adult essential 
hypertension. 

[ 0021 ] 

[Example] 

By the following formulation examples, working examples, 
experimental examples and reference examples, the present invention 
will be explained more concretely, but they should not be interpreted 
as limiting the invention in any manner. 

Formulation Examples 

When the compound (I) of the present invention is used as 
a therapeutic agent for circulatory failures such as hypertension, 
heart diseases, strokes, etc., it can be used in accordance with, for 
example, the following formulations. 


1 . 

Capsules 


(1) 

2-ethoxy-1-[[2'-(1H-tetrazol-5-yl)biphenyl- 

-4-yl] 


methyl ]benzimidazole-7-carboxylie acid 

10 mg 

(2) 

lactose 

90 mg 

(3) 

fine crystalline cellulose 

70 mg 

(4) 

magnesium stearate 

10 mg 


one capsule 

180 mg 


(1), (2), (3) and a half of (4) are mixed and granulated. 
To the granules is added the remainder of (4), and the whole is 
filled into gelatin capsules. 


2. Tablets 


(D 

2-ethoxy-1-[[2'-(1H-tetrazol-5~yl)biphenyl-4-yl] 


methyl]benzimidazole-7-carboxylic acid 

10 mg 

(2) 

lactose 

35 mg 

(3) 

corn starch 

150 mg 

(4) 

fine crystalline cellulose 

30 mg 

(5) 

magnesium stearate 

5 mg 


one tablet 

230 mg 


(1), (2), (3), two thirds of (4) and a 

half of (5) are 

mixed and granulated. To the granules are added 

the remainders i 

(4) and 

(5), followed by subjecting the granules 

to compression 

molding 



3. Injections 


(1) 

2-methylthio-1 -[[2'-(1H-tetrazol-5-y1)bipheny1-4-y1] 
methyl]benzimidazole-7-carboxylic acid disodium salt 



10 mg 

(2) 

inositol 

100 mg 

(3) 

benzyl alcohol 

20 mg 


one ampoule 

130 mg 


(1), (2) and (3) are dissolved in distilled water for 


injection to make the whole volume 2 ml, which is filled into an 
ampoule. The whole process is conducted under sterile conditions. 
4. Capsules 

(1) 1 -(cyclohexyloxycarbonyloxy)ethyl 2-ethoxy-1 -[[2'-(1H- 
tetrazol-5 - yl)biphenyl-4-yl]methyl]benzimidazole-7- 


carboxylate 10 mg 

(2) lactose 90 mg 

(3) fine crystalline cellulose 70 mg 

(4) magnesium stearate 10 mg 

one capsule 180 mg 


(1)» (2), (3) and a half of (4) are mixed and granulated. 
To the granules is added the remainder of (4), and the whole is 
filled into gelatin capsules. 

5. Tablets 

(1) 1 -(cyclohexyloxycarbonyloxy)ethyl 2-ethoxy-1 -[[2'-(1H- 

tetrazol-5-yl)biphenyl-4-yl]methyl]benzimidazole-7- 


carboxylate 10 mg 

(2) lactose 35 mg 

(3) corn starch 150 mg 

(4) fine crystalline cellulose 30 mg 

(5) magnesium stearate 5 mg 

one tablet 230 mg 


(1), (2), (3), two thirds of (4) and a half of (5) are 
mixed and granulated. To the granules are added the remainders of 
(4) and (5), followed by subjecting the granules to compression 
molding. 


6. Injections 

(1) 2-ethoxy-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl] 
methyl]benzimidazole-7-carboxylie acid disodium salt 

10 mg 

(2) inositol 100 mg 

(3) benzyl alcohol 20 mg 

one ampoule 130 mg 

(1), (2) and (3) are dissolved in distilled water for 
injection to make the whole volume 2 ml, which is filled into an 
ampoule. The whole process is conducted under sterile conditions. 
[ 0022 ] 

Reference Example 1 
2-Propoxybenzimidazole 

To a solution of o-phenylenediamine (2 g) in propyl 
orthocarbonate (5 ml) was added acetic acid (1.1 ml) and the solution 
was stirred at 80°C for 3 hours. To the reaction mixture was added 
ethyl acetate, and the solution was washed with an aqueous solution 
of sodium hydrogen carbonate and water, then dried (NazSO*), followed 
by concentration to dryness. The concentrate was purified by column 
chromatography on silica gel to give crystals. Recrystallization 
from ethyl acetate - benzene afforded colorless crystals (1.54 g, 
472), m.p. 163-164°C. 

[0023] 

Reference Example 2 

Ethyl 2 -carboxy- 3 -nitrobenzoate 

A mixture of 3-nitrophthalic acid (35 g) in ethanol 
(300 ml) containing cone, sulfuric acid (20 ml) was heated under 
reflux for 24 hours. The solvent was evaporated in vacuo and the 
residue was poured into cold water (700 ml). The mixture was 
extracted with ethyl acetate. The organic layer was washed with 
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water and shaken with an aqueous solution of potassium carbonate. 

The aqueous layer was made acidic with hydrochloric acid and the 
mixture was extracted with methylene chloride. The organic layer was 
washed with water, then dried, followed by evaporation of the 
solvent. The resultant solid (29 g, 74%) was used for the subsequent 
reaction without purification. 

1 H-NMR(90MHz, CDClj) S : ■ 1.43(3H,t), 4.47(2H,q), 7.70(1H,t), 

8.40(2H,d), 9.87(1H,br s) 

IR(Nujol) cm" 1 : 1725, 1535, 1350, 1300, 1270 
[0024] 

Reference Example 3 

Ethyl 2-t-butoxycarbonylamino-3~nitrobenzoate 

A mixture of ethyl 2-carboxy-3~nitrobenzoate (23.9 g) and 
thionyl chloride (12 ml) in benzene (150 ml) were heated under reflux 
for 3 hours. The reaction mixture was concentrated to dryness. 

The resultant acid chloride (26 g, quantitative) was dissolved in 
methylene chloride (20 ml). The solution was added dropwise to a 
mixture of sodium azide (9.75 g) in dimethylformamide(DHF) (20 ml) 
with stirring vigorously. The reaction mixture was poured into a 
mixture of ether-hexane (3:1, 200 ml) and water (250 ml) to 
separate into two layers. The organic layer was washed with water, 
then dried, followed by evaporation of the solvent. The residue was 
dissolved in t-butanol (200 ml) and the solution was heated 
gradually with stirring, followed by heating under reflux for 2 
hours. The reaction mixture was concentrated in vacuo to give an 
oily product (30 g). 

1 H-NMR(90MHz, CDC1 3 )£: 1.40(3H,t), 1.53(9H,s), 4.43(2H,q), 
7.23(1H,t), 8.03-8.27(2H,m), 9.70(1H,br s) 

IR(Neat) cm -1 : 3320, 2980, 1740, 1585, 1535, 1500, 1440, 1375, 

1265, 1155 
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[0025] 

Reference Example 4 

Ethyl 2-[[2'-cyanobiphenyl)]amirio]-3-nitrobenzoate 

To a solution of ethyl 2-t-butoxycarbonylaraino-3~nitro- 
benzoate (20 g) in tetrahydrofuran (50 ml) was added, while stirring 
under ice-cooling, sodium hydride (602 dispersion in mineral oil, 

2.8 g). The mixture was stirred at room temperature for 20 minutes 
and to the mixture were then added 4-(2-cyanophenyl)benzyl bromide 
(18 g) and potassium iodide (360 mg), followed by heating for 10 
hours under reflux. The solvent was evaporated to dryness and the 
residue was partitioned between water (250 ml) and ether (200 ml). 

The organic layer was washed with water, dried and concentrated to 
give a yellow syrup. The syrup was dissolved in a mixture of 
trifluoroacetic acid (60 ml) and methylene chloride (40 ml) and the 
solution was stirred for one hour at room temperature. The reaction 
mixture was concentrated to dryness and to the residue was added 
ethyl ether (200 ml) to give crystals. The crystals were collected 
by filtration, washed with ether to give pale yellow crystals 
(22.1 g, 852), m.p. 118-119°C. 

1 H-NMR(90MHz,CDCI 3 ) 6 : 1.37(3H,t), 4.23(2H,s), 4.37(2H,q), 
6.37(1H,t), 7.33-7.83(9H,m), 7.97~8.20(2H,m) 

IR(Nujol)cm-1: 3280, 2220, 1690, 1575, 1530, 1480, 1450, 1255, 1105, 
755 

[0026] 

Reference Example 5 

Ethyl 3-amino-2-[[2'-cyanobiphenyl-4-yl)methyl]amino]benzoate 

To a solution of ethyl 2-[[(2'-cyanobiphenyl-4-yl)methyl]- 
amino]nitrobenzoate (10.4 g) in ethanol (50 ml) was added stannous 
dichloride dihydrate (28.1 g) and the mixture was stirred at 80°C 
for two hours. The solvent was evaporated to dryness. To the ice- 


cooling mixture of the residue in ethyl acetate (300 ml) was added 
dropwise 2N NaOH (500 ml) with stirring. The aqueous layer was 
extracted with ethyl acetate (200 ml x 2). The organic layers were 
combined, washed with water, and dried. The solvent was evaporated 
to dryness and the residue was purified by column chromatography on 
silica gel to give crystals. Recrystallization from ethyl acetate - 
hexane gave colorless crystals (7.3 g, 79%), m.p. 104-105°C. 

’H-NMR(200MHz, CDC1 3 )<J: 1.33(3H,t), 4.23(2H,s), 4.27(2H,q), 
6.83-6.93(2H,m), 7.35-7.55(7H,m), 7.64(1H,dt), 7.76(dd) 

IR(KBr) cm' 1 : 3445, 3350, 2220, 1680, 1470, 1280, 1240, 1185, 1160, 
1070, 1050, 1020, 805, 750 

[0027] 

Reference Example 6 

Ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2-methoxybenzimidazole-7- 
carboxylate 

Acetic acid (0.2 g) was added to a solution of ethyl 
3-amino-2-[[2'-cyanobiphenyl-4-yl)methyl]amino]benzoate (1.1 g) in 
methyl orthocarbonate (5 ml). The mixture was stirred at 80°C for 
one hour. The reaction mixture was concentrated, and the concentrate 
was extracted with ethyl acetate. The organic layer was then washed 
with an aqueous solution of sodium hydrogen carbonate and water. 

The solvent was evaporated in vacuo to give crystals. 
Recrystallization from ethyl acetate - benzene afforded colorless 
crystals (1.09 g, 90%), m.p. 160-161°C. 

’H-NMR(200MHz, CDC1 3 )<5: 1.23(3H,t), 4.23(2H,q), 4.26(3H,s), 
5.72(2H,s), 7.09(2H,d), 7.20(1H,t), 7.38-7.48(4H,m), 
7.58-7.66(2H,m), 7.73-7.79(2H,m) 

IR(KBr) cm" 1 : 3000, 2220, 1725, 1560, 1465, 1440, 1415, 1285, 1250, 
1220, 1040, 760, 750, 740 


[0028] 


Reference Example 7 

Ethyl 1-[(2'-cyanobipheny1-4-yl)methyl]-2-ethoxybenzimidazole-7- 
carboxylate 

Acetic acid (0.2 g) was added to a solution of ethyl 
3-amino-2-N-[2'-cyanobipheny1-4-yl)methyl]aminobenzoate (1.0 g) in 
ethyl orthocarbonate (5 ml). The mixture was stirred at 80°C for one 
hour. The reaction mixture was concentrated, and the concentrate was 
dissolved in ethyl acetate. The solution was washed with an aqueous 
solution of sodium hydrogen carbonate and water. The solvent was 
evaporated to give crystals. Recrystallization from ethyl acetate - 
benzene afforded colorless crystals (0.79 g, 69%), m.p. 131-132°C. 
Elemental Analysis forC 2e H23N30 3 : 

C(%) H(%) N(%) 

Calcd. : 73.39*, 5.45; 9.88 

Found : 73.36; 5.42 9.83 

»H-NMR(200MHz, CDC1 3 )5: 1.24(3H,t), 1.49(3H,t), 4.24(2H,q), 

4.68(2H,q), 5.72(2H,s), 7.10(2H,d), 7.19(1H,t), 7.38-7.46(4H,m), 

7.56-7.66(2H,m), 7.73-7.77(2H,m) 

IR(KBr) cm-*: 2220, 1720, 1550, 1480, 1430, 1280, 1245, 1215, 1040, 
760, 740 

[0029] 

Reference Example 8 

Ethyl 1 -[(2'-cyanobipheny1-4-yl)methyl]-2-propoxybenzimidazole-7- 
carboxylate 

Acetic acid (0.2 g) was added to a solution of ethyl 
3-amino-2-N-[[(2'-cyanobiphenyl-4-yl)methyl]amino]benzoate (0.9 g) in 
propyl orthocarbonate (5 ml). The mixture was stirred at 80°C for one 
hour. The reaction mixture was concentrated, and the concentrate was 
dissolved in ethyl acetate. The solution was washed with an aqueous 


solution of sodium hydrogen carbonate. The solvent was evaporated to 
give crystals. Recrystallization from ethyl acetate - benzene 
afforded colorless crystals (0.72 g, 68%), m.p. 90-92°C. 

Elemental Analysis for C 27 H25R]0 3 : 

C(%) H(%) N(%) 

Calcd.: 73.79; 5.73; 9.56 

Found : 73.84; 5.79; 9.54 

’H-NMR(200MHz, CDCl 3 )<y: 1.01 (3H,t), 1.25(3H,t), 1.80-1.97(2H,m), 
4.24(2H,q), 4.57(2H,q), 5.72(2H,s), 7.11(2H,d), 7.19(1H,t), 
7.38-7.46(4H,m), 7.56-7.66(2H,m), 7.73-7.77(2H,m) 

IR(KBr) cm- 1 : 2220, 1725, 1550, 1480, 1460, 1430, 1370, 1280, 1245, 
1210, 1115, 1040, 760, 750, 740 

[ 0030 ] 

Reference Example 9 

Ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2-mercaptobenzimidazole-7- 
carboxylate 

A mixture of ethyl 3-amino-2-N-[[(2*-cyanobiphenyl-4-yl)- 
methyl]amino]benzoate (5.6 g) and sodium 0-ethyl dithiocarbonate 
(7-3 g) in ethanol (50 ml) was heated for 8 hours under reflux. The 
reaction mixture was concentrated and the residue was dissolved in 
water. The solution was adjusted to pH 3-4 with hydrochloric acid. 
Precipitating crystals were collected by filtration, followed by 
recrystallization from ethanol to afford yellow crystals (5.0 g, 

80%), m.p. 225-227°C. 

•H-HMR(200MHz, DMS0-d 6 )$: 1.08(3H,t), 4.12(2H,q), 5.90(2H,brs), 
7.08(2H,d), 7.27(1H,t), 7.38-7.59(6H,m), 7.76(1H,dt), 

7.92(1H,dd) 

IR(KBr) cm -1 : 2210, 1720, 1460, 1440, 1420, 1375, 1335, 1265, 1180, 
1135, 1115, 1100, 985, 760, 740 


[0031] 


Reference Example 10 

Methyl 2-[[(2'-cyanobiphenyl)methyl]amino]-3-nitrobenzoate 

A mixture of ethyl 2-[[(2'-cyanobiphenyl)methyl]amino]-3- 
nitrobenzoate (5 g) and sodium hydride (60)6 dispersion in mineral 
oil, 1.62 g) in methanol (50 ml) was stirred at room temperature for 
one day. The reaction mixture was concentrated and the residue was 
poured into a saturated aqueous solution of sodium hydrogen carbonate 
(100 ml), followed by extraction with chloroform. The organic layer 
was washed with water, dried and concentrated to dryness to give 
crystals. Recrystallization from ethyl acetate - hexane afforded 
pale yellow crystals (3.98 g, 83%), m.p. 106-108°C. 

*H-NMR(200MHz, CDCl 3 )d: 3.81(3H,s), 3.97(2H,br s), 4.23(2H,s), 
6.40(1H,br s), 6.88-6.91(2H,m), 7.34-7.55(7H,m), 

7.65(1H,dt,J=1.2, 7.7Hz), 7.77(1H,dd,J=1.4,8.0Hz) 

IR(KBr) cm"': 3410, 3350, 2225, 1695, 1485, 1470, 1290, 1200, 780, 

760 

[0032] 

Reference Example 11 

Methyl 1-[(2'-cyanobiphenyl-4-y1)methyl]-2-ethoxybenzimidazole-7- 
carboxylate 

Acetic acid (0.37 g) was added to a solution of methyl 
3-amino-2 -[[( 2' -cyanobiphenyl-4-yl)methyl]amino]benzoate (2.03 g) in 
ethyl orthocarbonate (5 ml), and the mixture was stirred at 80°C for 
one hour. The reaction mixture was concentrated to dryness and the 
residue was dissolved in ethyl acetate. The solution was washed with 
an aqueous solution of sodium hydrogen carbonate and water. The 
solvent was evaporated in vacuo to give crystals. 

Recrystallization from ethyl acetate - hexane afforded colorless 
crystals (2.01 g, 86%), m.p. 168.5-169.5°C. 


Elemental Analysis : 

C(*) H(*) N(£) 

Calcd.: 72.98; 5.14; 10.21 
Found : 72.71; 5.12; 9.97 

•H-NMR(200MHz,CDC1j )6 : 1.42(3H,t,J=7.1Hz), 3.71(3H,s), 
4.63(2H,q,J=7.1Hz), 5.59(2H,s), 7.09(2H,d,J=8.4Hz), 
7.20(1H,t,J=7.9Hz), 7.45-7.59(5H,m), 7.69-7.80(2H,o), 

7.92(1H,dd,J=1.4,7.8Hz) 

IR(KBr) cm-': 2225, 1725, 1550, 1480, 1430, 1350, 1280, 1250, 1040, 
760, 750 

[0033] 

Reference Example 12 

Ethyl 2-[[(2'-cyanobiphenyl-4-yl)methyl]amino]-3-(3-ethylthioureido)- 
benzoate 

A mixture of ethyl 3-amino-2-[[(2*-cyanobiphenyl-4-yl)- 
methyl]amino]benzoate (1.61 g), ethyl isothiocyanate (1.5 ml) and 
ethanol (1 ml) was stirred at room temperature for 3 days. The 
reaction mixture was dissolved in ethyl acetate and the solution was 
washed with water, dried and concentrated to dryness to give 
crystals. Recrystallization from ethyl acetate - hexane afforded 
pale yellow crystals (1.92 g, 9156), m.p. 108-110°C. 

'H-NMR(200MHz,CDC1 3 ) <5 : 1.15(3H,t), 1.40(3H,t), 3.50-3.70(2H,brs), 

4.37(2H,q), 4.56(2H,d), 6.07(1H,t), 6.78(1H,t), 7.19-7.24(1H,m), 
7.38-7.53(6H,m), 7.63(1H,dt), 7.72-7.76(1H,m), 7.99(1H,dd), 
8.29(1H,br s) 

IR(KBr) cm-*: 3375, 3320, 3150, 2975, 2220, 1740, 1680, 1540, 1510, 
1450, 1300, 1225, 1180, 1150, 760, 750 


[0034] 


Reference Example 1 3 

Ethyl 2-[ [(2'-cyanobiphenyl-4-yl)methyl]amino]-3-(3-propylthioureido)- 
benzoate 

In substantially the same manner as Reference Example 12, 
desired pale yellow syrup (2.0 g, 98*) was obtained from ethyl 
3-amino-2-[[(2'-cyanobiphenyl-4-yl)methyl]amino]benzoate (1.6 g), 
propyl isothiocyanate (1.5 ml) and ethanol (1 ml). 

'H-NMR(200MHz,CDC1 3 ) 6 : 0.88(3H,t), 1.40(3H,t), 1.48-1.67(2H,m), 
3.42-3.68(2H,br s), 4.37(2H,q), 4.56(2H,d), 6.13(1H,t), 
6.78(1H,t), 7.21-7.25(1H,m), 7.36-7.53(6H,m), 7.64(1H,dt), 
7.73-7.77(1H,m), 7.99(1H,dd), 8.20-8.40(1H,br s) 

IR(Neat)cm -1 : 3325, 3175, 2960, 2930, 2875, 2220, 1710, 1690, 1590, 
1475, 1360, 1175, 1140, 1090, 1020, 760 

[0035] 

Reference Example 14 

Ethyl 1 — [(2*-cyanobiphenyl-4-yl)methyl]-2-ethylamino-benzimidazole-7- 
carboxylate 

Methyl iodide (4.5 g) was added to a solution of ethyl 
2-[[(2'-cyanobiphenyl-4-yl)methyl]amino]-3-(ethylthioureido)benzoate 
(1.8 g) in ethanol (50 ml), and the mixture was heated under reflux 
for 12 hours. To the reaction mixture was added 1N-HC1 (60 ml) and 
the mixture was stirred at room temperature for 30 minutes. The 
reaction mixture was concentrated to dryness and the concentrate was 
dissolved in ethyl acetate. The solution was washed with an aqueous 
solution of sodium hydrogen carbonate and water and dried. The 
solvent was evaporated to dryness and the residue was purified by 
column chromatography on silica gel to afford yellow syrup (0.96 g, 
58*). 


-40- 


'H-NMR(200MHz, CDClj) 5: 1.23(6H,t), 3.48-3.62(2H,m), 4.09(1H,t), 

4.23(2H,q), 5.57(2H,s), 7.15(1H,t), 7.25(2H,d), 7.40-7.77(8H,m) 

IR(Neat)cm -1 : 3400, 3225, 2975, 2930, 2210, 1710, 1610, 1570, 1480, 
1425, 1365, 1320, 1270, 1250, 1210 , 1130, 1100 , 1060, 
770, 750 

[0036] 

Reference Example 15 

Ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2-propylamino- 
benzimidazole-7-carboxylate 

In substantially the same manner as Reference Example 14, 
desired yellow syrup ( 1.2 g, 65%) was obtained from a solution of 
ethyl 2 -[[(2'-cyanobipheny1-4-yl)methyl]amino]-3-( 3 -propylthioureido)- 
benzoate (2.0 g) and methyl iodide (4.8 g) in ethanol (50 ml). 

1 H-NMR(200MHz,CDC1 3 ) d ‘ 0.87(3H,t), 1.25(6H,t), 1.52-1.70(2H,m), 

3.42-3.52(2H,m), 4.12(1H,t), 4.25(2H,q), 5.58(2H,s), 7.16(1H,t), 
7.29(2H,d), 7.41-7.78(8H,m) 

IR(Neat)cm~ 1 : 3400, 3250, 2975, 2950, 2890, 2225, 1715, 1620, 1590, 
1570, 1480, 1430, 1370, 1285, 1220 , 1135, 1070, 760 

[0037] 

Reference Example 16 

Methyl 1 — [(2*-cyanobipheny1-4-yl)methyl]-2-methoxybenzimidazole-7- 
carboxylate 

A solution of 5.2M sodium methoxide in methanol (0.5 ml) 
was added to a solution of ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]- 
2 -methoxybenzimidazole- 7 -carboxylate (1.3 g) in methanol (50 ml). 

The mixture was heated for 4 hours under reflux. The reaction 
mixture was concentrated, and the precipitated crystals were 
collected by filtration. Recrystallization from methanol afforded 
colorless prisms (1.1 g, 85%), m.p. 149-150°C. 



Elemental Analysis for C 24 H 19 N 3 O 3 : 

C(%) H(*) N(J 6 ) 

Calcd.: 72.53; 4.82; 10.57 

Found : 72.38; 4.93; 10.44 

1 H-NMR(200MHz,CDC1 3 ) 5: 3.75(3H,s), 4.26(3H,s), 5.69(2H,s), 

7.09(2H,d), 7.23(1H,t), 7.37-7.46(3H,m), 7.55-7.65(2H,m), 
7.72-7.78(2H,m) 

[0038] 

Reference Example 17 

Methyl 2— C[(2*-cyanobiphenyl-4-yl)]methyl]amino-3-(3-methy1- 
thioureido)benzoate 

The above compound was synthesized (86 % yield) in 
substantially the same manner as Reference Example 12. 
m.p. 152-155°C. 

1 H-NMR(200MHz,CDC1 3 ) 8 '• 3.05~3.07(3H,br s), 3.92(3H,s), 4.58(2H,d), 

6.04-6.08(1H,br s), 6.77(1H,t), 7.22-7.26(1H,m), 7.39"7.52(6H,m), 
7.63(1H,dt), 7.75(1H,dd), 7.97(1H,dd), 8.28(1H,br s) 

IR(KBr) cm -1 : 3375, 3325, 3175, 2220, 1680, 1590, 1540, 1500, 1480, 
1450, 1435, 1265, 1230, 1190, 1145, 1050, 830, 760 , 

740 

[0039] 

Reference Example 18 

Methyl 1 -[( 2 '-cyanobiphenyl- 4 -yl)methyl]- 2 -methylamino- 
benzimidazole- 7 - carboxylate 

The above compound was synthesized as a syrup (42£ yield) 
in substantially the same manner as Reference Example 14. 

*H-NMR(200MHz,CDCls) 6 : 3.11(3H,d), 3.73(3H,s), 4.22(1H,q), 

5.54(2H,s), 7.17(1H,t), 7.27(2H,d), 7.41-7.79(8H,m) 

IR(Neat)cm : 3400, 3250, 3025, 2950, 2220, 1720, 1625, 1610, 1580, 
1480, 1410, 1340, 1280, 1240, 1210, 1130, 1060, 750 


[0040] 

Reference Example 19 

2-Propoxy-1 -[[2'-(1H-tetrazol-5-y1)bipheny1-4-y1]methyl]benzimidazole 
Sodium hydride (60J6 dispersion in mineral oil, 0.24 g) was 
added to a stirred solution of 2-propoxybenzimidazole (0.71 g) in DMF 
(10 ml) under ice-cooling. The mixture was stirred for 20 minutes, 
to which was added N-triphenylmethyl-5-[2-(4-bromomethylbiphenyl]- 
tetrazole (2.3 g), followed by stirring at room temperature for 5 
hours. To the reaction mixture was added ice-water, the mixture was 
extracted with ethyl acetate. The organic layer was washed with 
water, dried and concentrated to dryness. The concentrate was 
dissolved in methanol (50 ml), to which was added 1N-HC1 (15 ml), 
followed by stirring at 60°C for 2 hours. The reaction mixture was 
concentrated, to which were added water (15 ml) and ethyl acetate 
(15 ml). The mixture was made alkaline with IN NaOH and shaken. 

The aqueous layer was adjusted to pH 3-4 with 1N-HC1 and then 
extracted with chloroform. The organic layer was washed with water, 
dried and concentrated to dryness. The concentrate was purified by 
column chromatography on silica gel to yield crystals. 
Recrystallization from ethyl acetate - methanol gave colorless 
crystals (0.58 g, 3556), m.p. 177-179°C (decomp.). 

Elemental Analysis for C 24 H22Ns0: 

C (56) H(56) N(56) 

Calcd.: 70.23; 5.40; 20.47 

Found: 69.93*, 5.43; 20.22 

1 H-NMR(200MHz,DMS0-d «)6 : 0.95(3H,t), 1.70-1.88(2H,m), 4.46(2H,t), 

5.23(2H,s), 7.04-7.10(4H,m), 7.20(2H,d), 7.38-7.43(2H,m), 
7.48-7.70(4H,m) 

IR(KBr) cm" 1 : 1540, 1535, 1485, 1475, 1450, 1425, 1385, 1285, 1270, 
1040, 980, 755, 745 


[0041] 

Working Example 1 

Ethyl 2-ethoxy-1-[[2'-(lH-tetrazol-5-yl)biphenyl-4-yl]methyl- 
]benzimidazole-7-carboxylate 

A mixture of ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2- 
ethoxybenzimidazole-7-carboxylate (0.7 g) and trimethyltin azide 
(0.7 g) in toluene (15 ml) was heated under reflux for 4 days. 

The reaction mixture was concentrated to dryness and to the residue 
were added methanol (20 ml) and 1N-HC1 (10 ml). The mixture was 
stirred at room temperature for 30 minutes and adjusted to pH 3 to 4 
with IN NaOH. After removal of the solvent, the residue was 
partitioned between chloroform and water. The organic layer was 
washed with water and dried, and the solvent was evaporated to 
dryness to give a syrup. The syrup was purified by column 
chromatography on silica gel to give crystals. Recrystallization 
from ethyi acetate - benzene afforded colorless crystals 
(0.35 g, 45*), m.p. 158-159°C. 

Elemental Analysis for C 26 H 2 *N* 03 : 

C(*) H(*) N(*) 

Calcd.: 66.65; 5.16; 17.94 

Found : 66.61; 5.05; 17.84 

'H-NMR(200MHz,CDC1 3 )6 ' 1.09(3H,t), 1.43(3H,t), 4.02(2H,q), 
4.30(2H,q), 5.57(2H,s), 6.71(2H,d), 6.83-6.96(4H,m), 

7.27-7.31(1H,m), 7.40(1H,dd), 7.55~7.66(2H,m), 8.04-8.09(1H,m) 
IR(KBr) cm- 1 : 1720, 1605, 1540, 1470, 1430, 1250, 1040, 750 
[0042] 

Working Example 2 

2-Ethoxy-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]benzimidazole- 
7-carboxylic acid 

A solution of ethyl 2-ethoxy-1-[[2’-(1H-tetrazol-5-yl)~ 



biphenyl-4-yl]methyl]benzimidazole-7-carboxylate (0.24 g) and IN 
NaOH (1.5 ml) in ethanol (4 ml) was stirred at 80°C for one hour. 

The reaction mixture was concentrated, and the concentrate was 
extracted with water and ethyi acetate. The aqueous layer was 
adjusted to pH 3-4 with 1N-HC1 to give crystals. Recrystallization 
of the crystals from ethyl acetate - methanol afforded colorless 
crystals (0.15 g, 672), m.p. 183-185°C. 

Elemental Analysis for C 24 H 20 N 6 O 3 .I/ 5 H 2 O: 

C(2) H(2) N(2) 

Calcd.: 64.91; 4.63; 18.93 

Found : 65.04; 4.51*, 18.77 

’H-NMR(200MHz,DMSO-ds)d: 1.38(3H,t), 4.58(2H,q), 5.63(2H,s), 
6.97(4H,q), 7.17(1H,t), 7.47-7.68(6H,m) 

IR(KBr) cm-*: 1710, 1550, 1480, 1430, 1280, 1240, 1040, 760 
[0043] 

Working Example 3 

Ethyl 2 -propoxy -1 -[[2'-(1H-tetrazol-5-y1)bipheny1-4-y1)methyl]- 
benzimidazole- 7 -carboxylate 

A mixture of ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2- 
propoxybenzimidazole-7-carboxylate (0.69 g) and trimethyltin azide 
(0.7 g) in toluene (15 ml) was heated for 4 days under reflux. 

The reaction mixture was concentrated to dryness and to the mixture 
was added methanol (20 ml) and 1N-HC1 (10 ml). After stirring at 
room temperature for 30 minutes, the mixture was adjusted to pH 3-4 
with IN NaOH. After removal of the solvent, the residue was 
extracted with chloroform—water. The organic layer was washed with 
water and dried, and the solvent was evaporated to dryness to give 
a syrup. The syrup was purified by column chromatography on silica 
gel to give crystals. Recrystallization from ethyl acetate - benzene 
afforded colorless crystals (0.31 g, 432), m.p. 157-159°C. 


-45- 


Elemental Analysis for C 27 H 26 N 6 O 3 : 

C(J 6 ) H(%) N(^) 

Calcd.: 67.21; 5.43; 17.42 

Found : 67.26; 5.45; 17.28' 

’H-NMR(200MHz,CDC1 3 )6 : 1.03(3H,t), 1.13(3H,t), 1.75-1.92(2H,m), 
4.05(2H,q), 4.23(2H,q), 5.57(2H,s), 6.75(2H,d), 6.90(2H,d), 
6.96(2H,d), 7.28-7.33(1H,m), 7.39-7.44(2H,tn), 7.57-7.62(2H,m), 
8.07-8.11(lH.m) 

IR(KBr) cm-*: 1720, 1540, 1470, 1430, 1280, 1250, 1130, 1020, 750 
[0044] 

Working Example 4 

2-Propoxy-1-[[2'-<1H-tetrazol-5-yl)bipheny1-4-y1]methyl]benzimidazole- 
7 -carboxylie acid 

A solution of ethyl 2-propoxy-1-[[2'-(1H-tetrazol-5 - yl)- 
bipheny1-4-y1]methyl]benzimidazole-7-carboxylate (0.23 g) in ethanol 
(4 ml) containing IN-NaOH (1.5 ml) was heated at 80°C for 2 hours. 

The reaction mixture was concentrated to dryness and the residue 
was extracted with water and ethyl acetate. The aqueous layer was 
adjusted to pH 3-4 with 1N-HC1 to give crystals. Recrystallization 
from ethyl acetate - methanol afforded colorless crystals (0.15 g, 
69%), m.p. 174-175°C. 

Elemental Analysis for C 2 5 H 22 NSO 3 .O. 3 H 2 O: 

C(£) H(*) N(£) 

Calcd.: 65.29; 4.95; 18.27 

Found : 65.41; 4.92; 18.20 

'H-NMR(200MHz,DMSO-d6) <5 : 0.92(3H,t), 1.70-1.87(2H,m), 4.47(2H,q), 
5.63(2H,s), 6.96(4H,dd), 7.16(1H,t), 7.42-7.67(6H,m) 

IR(KBr) cm- 1 : 1700, 1550, 1430, 1290, 1240, 765 


[0045] 

Working Example 5 

Ethyl 2-mercapto-1-[[2'-(1H-tetrazol-5-y1)biphenyl-4-y1]methyl]- 
benzimidazole-7-carboxylate 

A mixture of ethyl [1-(2'-cyanobiphenyl-4-yl)methyl]- 
2-mercaptobenzimidazole-7-carboxylate (4.1 g) and trimethyltin azide 
(8.0 g) in toluene (100 ml) was heated for 4 days under reflux. 

The solvent was evaporated to dryness and the residue was stirred 
in a mixture of cone, hydrochloric acid (2 ml) and methanol (20 ml) 
at room temperature for 20 minutes. To the reaction mixture was 
added IN-NaOH to adjust to about pH 4 and then the mixture was 
extracted with ethyl acetate. The organic layer was washed with 
water, dried, and concentrated to dryness to give crystals. 
Recrystallization from chloroform gave colorless crystals (5.0 g, 

89%), m.p. 263-264°C (decomp.). 

Elemental Analysis for C 2 4H2oN602S.1/2HzO: 

C(%) H(%) N(%) 

Calcd.: 61.92; 4.55; 18.05 

Found : 61.99; 4.30; 17.86 

1 H-NMR(200MHz,DMSO-d6 )6 • 1.10(3H,t), 4.09(2H,q), 5.82(2H,br s), 
6.87(2H,d), 7.00(2H,d), 7.26(1H,t), 7.37-7.69(6H,m) 

IR(KBr) cm -1 : 1720, 1460, 1440, 1365, 1340, 1260, 1180, 1145, 1150, 
1110, 990, 745 

[0046] 

Working Example 6 

Ethyl 2-methylthio-1-[[2’-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 

benzimidazole-7-carboxylate 

To a solution of ethyl 2-mercapto-1-[[2‘-(1H-tetrazol- 
5-yl)biphenyl-4-yl]benzimidazole-7 - carboxylate (0.68 g) in ethanol 
(10 ml) containing IN-NaOH (3.0 ml) was added methyl iodide (0.24 g). 



and the mixture was stirred at room temperature for 2 hours. 

The reaction mixture was neutralized with dilute hydrochloric acid to 
give crystals. The crystals were purified by column chromatography 
on silica gel. Recrystallization from ethyl acetate afforded 
colorless prisms (0.31 g, 44£), m.p. 207 - 208°C (decomp.). 

Elemental Analysis for CjgHzaNsOzS: 

C(J6) H(J6) N(j6) 

Calcd.: 63.81; 4.71; 17.86 

Found : 63.55; 4.81; 17.50 

’H-NMR(200MHz,DMSO-d *)6 : 1.13(3H,t), 2.77(3H,s), 4.14(2H,q), 
5.62(2H,s), 6.84(2H,d), 7.26(1H,t), 7.46-7.70(5H,m) 

IR(KBr) cm"*: 1705, 1480, 1450, 1420, 1360, 1340, 1275, 1255, 1190, 
1140, 1100, 1025, 990, 770, 750 

[0047] 

Working Example 7 

Ethyl 2- ethylthio-1-[[2*-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7 - carboxylate 

To a solution of ethyl 2-mercapto-1-[[2’-(1H-tetrazol- 
5-yl)biphenyl-4-yl]methyl]benzimidazole-7-carboxylate (0.91 g) 
in ethanol (13 ml) containing IN-NaOH (4 ml) was added ethyl iodide 
(0.34 g), and the mixture was stirred at room temperature for 4 
hours. The reaction mixture was adjusted to pH 4 with dilute 
hydrochloric acid to give crystals. The crystals were collected by 
filtration and purified by column chromatography on silica gel. 
Recrystallization from ethyl acetate gave colorless prisms 
(0.55 g, 57J6), m.p. 153-154°C (decomp.). 


Elemental Analysis for 

C 2t Hz *N 


C(*) 

H06) 

N(S) 

Calcd.: 

64.44; 

4.99; 

17.34 

Found : 

64.37; 

5.05; 

17.20 



1 H-NMR(200MHz,CDC1 3) d : 1.l9(3H,t), 1.37(3H,t), 3.20(2H,q), 

4.12(2H,q), 5.67(2H,s), 6.75(2H,d), 6.92(2H,d), 7.05(1H,t), 
7.26-7.34(2H,m), 7.50(1H,dd), 7.53-7.63(2H,m), 8.05-8.11(1H,m) 
IR(KBr) cm" 1 : 1715, 1450, 1420, 1365, 1345, 1280, 1195, 1145, 1110, 
1035, 1015, 990, 760, 745 

[0048] 

Working Example 8 

Ethyl 2-propylthio-1-[[2'-(1H-tetrazol- 5 -yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylate 

Propyl iodide (0.37 g) was added to a solution of ethyl 
2-mercapto-1-[[2'-(1H-tetrazol-5-y1)bipheny1-4-yl]methyl]- 
benzimidazole- 7 -carboxylate (0.91 g) in ethanol (13 ml) containing 
IN NaOH (4.0 ml) and the mixture was stirred at room temperature 
for 5 hours. The reaction mixture was adjusted to about pH 4 with 
dilute hydrochloric acid to give crystals. The crystals were 
collected by filtration and purified by column chromatography on 
silica gel. Recrystallization from ethyl acetate - hexane gave 
colorless prisms (0.4 g, 40j£), m.p. 177 - 178°C (decomp.). 

Elemental Analysis for C 2 TH 26 N 6 O 2 S: 

C(%) H(*) N(*) 

Calcd.: 65.04; 5.26; 16.85 

Found : 64.88; 5.25; 16.78 

1 H-NMR(200MHz,CDC1 3 ) 6 • 1.04(3H,t), 1.19(3H,t), 1.76(2H,m), 

3.18(2H,t), 4.12(2H,q), 5.69(2H,s), 6.75(2H,d), 6.93(2H,d), 
7.05(1H,t), 7.27-7.34(2H,m), 7.50(1H,dd), 7.54-7.63(2H,m), 
8.07-8.12(1H,m) 

IR(KBr) cm- 1 : 1715, 1450, 1420, 1380, 1365, 1350, 1280, 1260, 1190, 
1145, 1035, 1020 , 990, 760, 745 


[0049] 

Working Example 9 

2-Methylthio-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylic acid 

A solution of ethyl 2-methylthio-1-[[2'-(lH-tetrazol-5 - 
yl)biphenyl-4-yl]methyl]benzimidazole-7-carboxylate (0.2 g) in a 
methanol (5 ml) solution containing IN NaOH (1.3 ml) was heated under 
reflux for 2 hours. The reaction mixture was adjusted to about pH 4 
with dilute hydrochloric acid to give crystals. The crystals were 
collected by filtration, and recrystallized from ethyl acetate - 
hexane to give colorless crystals (0.17 g, 81JC), m.p. 223~225°C 
(decomp.). 

Elemental Analysis for C z3 Hi sNeOzS.1/2 C»Hb02 
C(%) H(*) N(*) 

Calcd.: 61.72; 4.56; 17.27 

Found : 6i.59; 4.54; 17.54 

1 H-NMR(200MHz,DMSO-d*) 6 : 2.75(3H,s), 5.76(2H,s), 6.88(2H,d), 

7.01(2H,d), 7.25(lH,t), 7.47-7.66(5H,m), 7.82(1H,d) 

IR(KBr) cm -1 : 1710, 1485, 1450, 1420, 1370, 1345, 1320, 1280, 1245, 
1195, 1150, 990, 780, 760 

[ 0050 ] 

Working Example 10 

2-Ethylthio-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylic acid 

A solution of ethyl 2-ethylthio-1-[[2'-(1H-tetrazol-5- 
yl)biphenyl-4-yl] methyl]benzimidazole-7-carboxylate (0.35 g) in 
a methanol (7 ml) solution containing IN NaOH (2.2 ml) was heated 
under reflux for 2 hours. After evaporation of the solvent, 
the aqueous residue was adjusted to about pH 3-4 with 1N-HC1 to 
give crystals. The crystals were collected by filtration. 


Recrystallization from ethyl acetate - methanol gave colorless 
crystals (0.21 g, 64J6), m.p. 209-210°C (decomp.). 

Elemental Analysis for C 24 H2oN602S: 

C(%) H(J6) N(« : 

Calcd.: 63.14; 4.42; 18.41 

Found : 62.89; 4.35; 18.15 

1 H-NMR(200MHz,DMSO-d *)S : 1.39(3H,t), 3.36(2H,q), 5.76(2H,s), 

6.87(2H,d), 7.01(2H,d), 7.25(1H,t), 7.47-7.69(5H,m), 

7.82(1H,dd) 

IR(KBr) cm- 1 : 1695, 1450, 1415, 1350, 1275, 1225, 1190, 1180, 1145, 
755, 740 

[0051] 

Working Example 11 

2-Propylthio-1-[[2 1 -(1H-tetrazol-5-y1)bipheny1-4-yl]methyl]- 
benzimidazole-7 - carboxylic acid 

A solution of ethyl 2-propylthio-1-[[2'-(1H-tetrazol-5- 
yl)bipheny1-4-yl]methyl]benzimidazole-7-carboxylate (0.25 g) in 
methanol (5 ml) containing 1N-NaOH (1.5 ml) was heated under 
reflux for 2 hours. After removal of the solvent, the aqueous 
residue was adjusted to about pH 3-4 with 1N-HC1 to give crystals. 

The crystals were collected by filtration. Recrystallization from 
ethyl acetate - hexane gave colorless crystals (0.21 g, 91 %)» 
m.p. 222-223°C (decomp.). 

Elemental Analysis for C 2 tH2iN&02S: 

C(*) H(*) N(*) 

Calcd.: 63.95; 4.51; 17.90 

Found : 63.78; 4.85; 17.59 

, H-NMR(200MHz,DMSO-d 6 ) 6 : 0.99(3H,t), 1.67-1.85(2H,m), 3.35(2H,t), 

5.77(2H,s), 6.87(2H,d), 7.01(2H,d), 7.25(1H,t), 7.46-7.70(5H,m), 
7.82(1H,dd) 


- 51 - 



IR(KBr) cm- 1 : 1700, 1450, 1280, 1240, 1195, 1145, 755, 740 
[0052] 

Working Example 12 

Methyl 2-ethoxy-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylate 

A mixture of methyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2- 
ethoxybenzimidazole—7—carboxylate (1.85 g) and trimethyltin azide 
(2.80 g) in toluene (15 ml) were heated under reflux for one day. 

The reaction mixture was concentrated to dryness. To the residue 
were added methanol (50 ml) and 1N-HC1 (20 ml) and the mixture was 
stirred at room temperature for 30 minutes. The reaction mixture was 
adjusted to about pH 3-4 with IN-NaOH. After removal of the solvent, 
the residual syrup was purified by column chromatography on silica 
gel to give crystals. Recrystallization from ethyl acetate — benzene 
gave colorless crystals (1.16 g, 56%), m.p. 191—193°C (decomp.). 
Elemental Analysis for C 2 bH 22 N 6 O 3 .1/ 5 H 2 O: 

C(%) H(%) N(%) 

Calcd.: 65.58; 4.75; 18.53 

Found : 65.55; 4.93; 18.35 

1 H-NMR(200MHz,CDC1j )6 : 1.43(3H,t,J=7.0Hz)), 3.57(3H,s), 
4.30(2H,q,J=7.0Hz), 5.54(2H,s), 6.72(2H,d,J=8.2), 

6.84-6.97(4H,m), 7.28-7.33(1H,m), 7.40(1H,dd,J=1.8,7.0Hz), 
7.57-7.62(2H,m), 8.03-8.07(1H,m) 

IR(KBr) cm" 1 : 1720, 1550, 1475, 1430, 1280, 1250, 1040, 755, 735 
[0053] 

Working Example 13 

Ethyl 2-ethylamino-1 -[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-carboxylate 

A mixture of ethyl 1-[(2‘-cyanobiphenyl-4-yl)methyl]-2- 
ethylaminobenzimidazole-7-carboxylate (1.23 g) and trimethyltin 


azide (2.80 g) in toluene (15 ml) was heated for 40 hours under 
reflux. Precipitates were collected by filtration and suspended 
in methanol (50 ml). To the suspension was added 1N-HC1 (15 ml), 
and the mixture was stirred at room temperature for 10 minutes. 

The reaction mixture was adjusted to about pH 5 with lN-HaOH, 
followed by extraction with chloroform. The organic layer was 
washed with water, dried and concentrated to dryness. The residue 
was purified by column chromatography on silica gel to give 
crystals. Recrystallization from methanol - ethyl acetate gave 
colorless crystals (0.83 g, 61 %), m.p. 166-168°C. 

•H-NMR(200MHz,CDClj )6 : 1.13(3H,t), 1.21(3H,t), 343(2H,q), 

4.13(2H,q), 5.48(2 H,s), 6.78(2H,d), 6.99(2H,d), 7.07(1H,t), 
7.22(1H,dd), 7.42-7.49(2H,m), 7.54-7.69(3H,m) 

IR(KBr) cm" 1 : 1720, 1650, 1310, 1285, 765, 755, 750 
[0054] 

Working Example 14 

Ethyl 2-propylamino-1-[[2'-(1H-tetrazol-5~yl)biphenyl-4-yl]- 
methy1]benzimidazole-7-carboxylate 

A solution of ethyl 1-[(2'-cyanobiphenyl-4-yl)methyl]-2- 
propylaminobenzimidazole-7-carboxylate (1.20 g) and trimethyltin 
azide (2.7 g) in toluene (15 ml) was heated for 50 hours under 
reflux. Precipitates were collected by filtration and suspended 
in methanol (20 ml). After addition of IN—HC1 (15 ml), the reaction 
mixture was stirred at room temperature for 10 minutes. The mixture 
was adjusted to about pH 5 with IN-NaOH, followed by extraction with 
chloroform. The organic layer was washed with water, dried and 
concentrated to dryness. The concentrate was purified by column 
chromatography on silica gel to give crystals. Recrystallization 
from methanol - ethyl acetate gave colorless crystals (10 g, 11 %), 
m.p. 170-172°C. 


- 53 - 


'H-NMR(200MHz,CDC13) 6 : 0.89(3H,t), 1.14(3H,t), 1.52-1.70(2H,m), 
3.35(2H,t), 4.14(2H,q), 5.49(2H,s), 6.77(2H,d), 6.99(2H,d), 
7.05(1H,t), 7.21(1H,dd), 7.39-7.47(2H,m), 7.50-7.65(3H,m) 

IR(KBr) cm-': 1720, 1670, 1660, 1290, 1270, 760 
[0055] 

Working Example 15 

2-Ethoxy-1-[[2 * — (N-triphenylmethyltetrazol-5~y1)biphenyl-4-y1]methyl]- 
benzimidazole-7-carboxylic acid 

To a solution of 2-ethoxy-[[2'-(1H-tetrazol-5-yl)biphenyl- 
4-yl]methyl]benzimidazole-7-carboxylic acid (2.07 g) in methylene 
chloride (10 ml) were added trityl chloride (1.59 g) and 
triethylamine (0.8 ml). The mixture was stirred at room temperature 
for one hour. The reaction mixture was washed with water, dried 
and concentrated to dryness. The residue was purified by 
column chromatography on silica gel to give crystals. 

Recrystaliization of crude crystals thus obtained from ethyl 
acetate - benzene gave colorless crystals (2.12 g, 66%), m.p. 

168-170°C. 

Elemental Analysis for C 4a H3*Nt03: 

C(%) H(%) N(%) 

Calcd.: 75.64; 5.02; 12.31 

Found : 75.37; 4.96; 12.20 

'H-NMR(200MHz,CDCls) 6 ■ 1.40(3H,t), 4.61(2H,q), 5.58(2H,s), 

6.76(2H,d), 6.91-6.96(8H,m), 7.12(1H,t), 7.17-7.41(12H,m), 
7.60(1H,dd), 7.73-7.82(2H,m) 

[0056] 

Working Example 16 

Pivaloyloxymethyl 2-ethoxy-1-[[2’-(1H-tetrazol-5-yl)biphenyl-4-yl]- 
benzimidazole-7-carboxylate 

To a solution of 2-ethoxy-1-[[2'-(N-triphenylmethyl- 


tetrazol-5-yl)biphenyl-4-yl]methyl]benzimidazole-7- 

carboxylic acid (2.2 g) in DMF (10 ml) were added potassium carbonate 
(0.53 g) and pivaloyloxymethyl iodide (0.94 g), and the mixture was 
stirred for 30 minutes at room temperature. To the reaction mixture 
was added water and the mixture was extracted with ethyl acetate. 

The organic layer was washed with water and dried. After removal 
of the solvent, the residue was dissolved in methanol (30 ml) and 
1N-HC1 (6 ml). The mixture was stirred for one hour at room 
temperature. The reaction mixture was concentrated to dryness and 
the residue was partitioned between water and ethyl acetate. 

The organic layer was washed with water and dried. After removal 
of the solvent, the residue was purified by column chromatography 
on silica gel to give crystals. The crystals were recrystallized 
from ethyl acetate - hexane to give colorless crystals 
(1.13 g, 63%), m.p. 104-106°C. 

Elemental Analysis for C a0 H3oNeOs.1/5 C*Hb02 .1/5CtH, 4 : 

C(*) H(*) N<*) 

Calcd.: 65.06; 5.90; 14.32 

Found : 64.79; 5.85; 14.43 

’H-NMR(200MHz,CDC1 3 ) <5 : 1.13(9H,s), 1.44(3H,t), 4.37(2H,q), 

5.61(2H,s), 5.68(2 H,s), 6.80(2H,d), 6.93(2H,d), 

6.99-7.11(2H,m), 7.33~7.37(1H,m), 7.49-7.54(1H,m), 
7.59-7.62(2H,m), 8.03-8.07(1H,m) 

[0057] 

Working Example 17 

1 —(Cyclohexyloxycarbonyloxy)ethyl 2-ethoxy—1-[[2' — (1H—tetrazol—5-yl) — 
biphenyl-4-yl]methyl]benzimidazole-7-carboxylate 

To a solution of 2 -ethoxy- 1 -[[2'-(N-triphenylmethyl- 
tetrazol—5—yl)biphenyl—4—yl]methyl]benzimidazole—7“carboxylic acid 
(0.5 g) in DMF (5 ml) were added potassium carbonate (0.12 g) and 


cyclohexyl 1-iodoethyl carbonate (0.26 g). The mixture was stirred 
for one hour at room temperature. To the reaction mixture was 
added water and the mixture was extracted with ethyl acetate. 

The organic layer was washed with water and dried. After removal 
of the solvent, the residue was dissolved in methanol (10 ml) and 
to the solution was added 1N-HC1 (2 ml). The mixture was stirred 
for one hour at room temperature. The reaction mixture was 
concentrated to dryness and the residue was partitioned between 
ethyl acetate and water. The organic layer was washed with water 
and dried. After removal of the solvent, the residue was purified 
by column chromatography on silica gel to give colorless powder 
(0.21 g, 47*), m.p. 103-106°C. 

Elemental Analysis for C 33 Ns*N«Oc: 

C(*) H(*) N(*) 

Calcd: 64.91; 5.61; 13.76 

Found : 64.94; 5.71; 13.66 

( 0058 ] 

To the powder (1 g) obtained as above was added ethanol 
(6 ml). The mixture was stirred for 3 hours at room temperature 
and allowed to stand under ice-cooling. The mixture was then 
stirred for one hour at temperatures not higher than 10°C. 
Resultant crystals were collected by filtration and washed with 
cold ethanol. The crystals were dried at 25°C for 9 hours under 
reduced pressure, then at 35°C for further 18 hours to obtain 
white powdery crystals (0.94 g), m.p. 163°C (decomp.). 

Elemental Analysis for C 33 H3%N*06: 

C(*) H(*) N(*) 

Calcd.: 64.91; 5.61; 13.76 

Found : 64.73; 5.66; 13.64 

1 H-NMR (200MHz) <5: 1.13-1 .84(16H,m), 4.28-4.55(3H,m) , 5.65(2H,d), 


6.72(1H,q), 6.81(2H,d), 6.93(2H,d), 7.03(1H,t), 7.22-7.23(1H,m), 
7.31-7.36(1H,m), 7.52-7.60(3H,m), 8.02-8.07(1H,m) 

IR(KBr) cm" 1 : 2942, 1754, 1717, 1549, 1476, 1431, 1076, 1034, 750 
MS(m/z) : 611 [M+H] + 

[0059] 

Working Example 18 

Methyl 2-methoxy-1-[[2’-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole- 7 -carboxylate 

Methyl [ 1 - (2'-cyanobiphenyl-4-y1)methyl]-2-methoxy- 
benzimidazole- 7 -carboxylate (0.60 g) and trimethyltin azide (1.5 g) 
in toluene (15 ml) were heated for 40 hours under reflux. 

Precipitated crystals were dissolved in methanol (10 ml) and to 
the solution was added 1N-HC1 (3 ml). The mixture was stirred for 
10 minutes at room temperature and the methanol was evaporated. 

The aqueous residue was adjusted to pH 3-4 with IN-NaOH, followed 
by extraction with ethyl acetate. The organic layer was washed with 
water and dried. After removal of the solvent, the residue was 
purified by column chromatography on silica gel to give crystals. 

The crystals were recrystallized from ethyl acetate to give colorless 
prisms (0.65 g, 65%), m.p. 165“166°C. 

Elemental Analysis for C 24 H 20 N 6 O 3 .I/IOH 2 O: 

C(%) H(%) N(%) 

Calcd.: 65.18; 4.60; 19.00 

Found : 64.91; 4.49; 18.99 

1 H-NMR(200MHz,CDCI 3 )S : 3.64(3H,s), 3 . 93 ( 3 H,s), 5.55(2H,s), 

6.75(2H,d), 6.90-7.01(4H,m), 7.31~7.36(1H,m), 7.49(1H,dd), 
7.55-7.64(2H,m), 8.03~8.07(1H,m) 


[0060] 

Working Example 19 

2-Methoxy-1-[[2'-(1H-tetrazol-r5-yl) biphenyl-4-yl] methyl ]benzimidazole- 
7-carboxylic acid 

To a solution of methyl 2-methoxy-1-[[2'-(1H-tetrazol-5-yl)- 
biphenyl-4-yl]methyl]benzimidazole-7-carboxylate (0.22 g) in methanol 
(10 ml) was added IN-NaOH (1.5 ml). The mixture was heated for 
6 hours under reflux. The reaction mixture was concentrated to 
dryness and to the residue was added water. The mixture was 
adjusted to pH 3-4 with 1N-HC1 to give crystals. Recrystallization 
from methanol-chloroform gave colorless needles (0.17 g, 77 %), 
m.p. 208-209°C. 

Elemental Analysis for C 2S H«oNeOa.O. 7 H 2 O: 

C(*) H(*) N(*) 

Calcd.: 62.92; 4.45; 19.14 

Found : 62.81; 4.08; 19.19 

'H-NMR(200MHz,DMSO-d 6 ) 6 : 4.15(3H,s), 5.63(2H,s), 6.90(2H,d), 
7.00(2H,d), 7.18(1H,t), 7.46-7.70(6H,m) 

[0061] 

Working Example 20 

2-Ethylamino-1 —[[2* —(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylic acid 

To a solution of ethyl 2-ethylamino-1-[[2'-(1H-tetrazol-5- 
y1)bipheny1-4-yl]benzimidazole-7-carboxylate (0.52 g) in ethanol 
(5 ml) was added IN-NaOH (4 ml), and the mixture was stirred for 
2 hours at 80°C. The reaction mixture was concentrated to 
dryness and the aqueous residue was adjusted to pH 4-5 with 1N-HC1 to 
give crystals. The crystals were collected by filtration and 
recrystallized from methanol-chloroform to give colorless 
crystals (0.3 g, 63.4£), m.p. 240-242°C. 



Elemental Analysis for C 24 H2 )Nt02 .1.1H20: 

C(J6) H(*) N(*) 

Calcd.: 62.76; 5.09; 21.35. 

Found : 62.65; 5.15; 21.23 

'H-NMR(200MHz,DMSO-d 6 )6 : 1.20(3H,t), 3.43(2H,q), 5.62(2H,s), 

6.85(2H,d), 6.99(2H,d), 7.10(1H,t), 7.34(1H,d), 7.44-7.68(5H,m) 
[0062] 

Working Example 21 

2-Propylamino-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylic acid 

In substantially the same manner as Working Example 21, the 
above compound was obtained in a yield of 73*, m.p. 244-246°C. 
Elemental Analysis for C 2B H 23 N 7 O 2 .1/ 2 H 2 O: 

C(%) H(*) H{%) 

Calcd.: 64.92; 5.23; 21.20 

Found : 64.79; 5.27; 21.08 

In substantially the same manner as Working Example 16, the 
following compounds (Working Examples 22-26) were synthesized. 

[0063] 

Working Example 22 

(5-Methyl-2-oxo-1,3-dioxolen-4-yl)methyl 2-ethoxy-1-[[2'-(1H- 
tetrazol-5-yl)biphenyl-4-yl]methyl]benzimidazole-7-carboxylate 
Yield: 55*, m.p. : 122-125°C (decomp.) 

Elemental Analysis for C 2 «H2»N606.CHCl3: 

C(*) H(*) N(*) 

Calcd.: 53.63; 3.75; 12.51 

Found : 53.32; 3.58; 12.24 

1 H-NMR(200MHz,CDClj)5: 1.43(3H,t), 2.11(3H,s), 4.40(2H,q), 

4.80(2H,s), 5.58(2H,s), 6.79(2H,d), 6.94(2H,d), 7.02(1H,t), 

7.15(1H,dd), 7.35-7.39(1H,m), 7.49~7.63(3H,m), 8.00-8.04(1H,m) 



[0064] 

Working Example 23 

Acetoxymethyl 2-ethoxy-1-[[2 't( 1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylate 

Yield: 38j6, m.p.: 152-154°C (decomp.) 

Elemental Analysis for C 27 H2»Nt0s: 

C{%) H(£) N(J6) 

Calcd.: 63.27; 4.72; 16.40 

Found : 63.55; 4.70; 16.18 

'H-NMR(200MHz,CDC1 3 )8 : 1.43(3H,t), 2.01(3H,s), 4.33(2H,q), 

5.61(2H,s), 5.69(2H,s), 6.81(2H,d), 6.93(2H,d), 7.01(1H,t), 

7.13(1H,d), 7.33-7.38(1H,m), 7.53~7.62(3H,m) f 8.03~8.07(1H,m) 
[0065] 

Working Example 24 

Propionyloxymethyl 2-ethoxy-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]- 
methyl]benzimidazole-7-carboxylate 

Yield: 60)6, m.p.: 145-150°C (decomp.) 

Elemental Analysis for C 2 8HzcN60s.0.2CtH8: 

C(J6) H(*) N(J6) 

Calcd.: 64.79; 5.10; 15.42 

Found : 64.70; 5.10; 15.44 

’H-NMR(200MHz,CDCI 3 ) 6 : 1.04(3H,t), 1.44(3H,t), 2.29(2H,q), 

4.40(2H,q), 5.61(2H,s), 5.71(2H,s), 6.82(2H,d), 

6.92-7.14(3H,m), 7.20(1H,m), 7.33-7.38(1H,m), 7.53-7.61(3H,m), 
8.03-8.08(1H,m) 

[0066] 

Working Example 25 

Butyryloxymethyl 2-ethoxy-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]- 
methyl]benzimidazole-7-carboxylate 

Yield: 36%, m.p.: 96-100°C 


Elemental Analysis for C 29 Hz 8 N«0s.0.4CtH8 : 

C(*) H(*) N(*) 

Calcd.: 66.15; 5.45; 14.55. 

Found : 66.11; 5.44; 14.65 

1 H-NMR(200MHz,CDClj)5: 0.85(3H,t), 1.44(3H,t), 1.55(2H,m), 

2.24(2H,q), 4.38(2H,q), 5.61(2H,s), 5.70(2H,s), 6.81(2H,d), 
6.93(2H,d), 7.00(1H,t), 7.20(1H,tn), 7.33-7.38(1H,m), 

7.52-7.61(3H,m), 8.01-8.10(1H,m) 

[0067] 

Working Example 26 

Isobutyryloxymethy1 2-ethoxy-1 -[[2'-(1H-tetrazol-5-y1)biphenyl-4-y1]- 
methyl]benzimidazole-7-carboxylate 

Yield: 53*, m.p.: 143-145°C 
Elemental Analysis for C 29 Hz 8 N60s.0.1CtH 8 : 

C(*) H(*) N(*) 

Calcd.: 64.88; 5.28; 15.29 

Found : 65.04; 5.25; 15.18 

•H-NMR(200MHz,CDC1 3 )6 : 1.09(6H,d), 1.44(3H,t), 2.50(1H,m), 
4.38(2H,q), 5.61(2H,s), 5.70(2H,s), 6.81(2H,d), 

6.91-7.00(3H,m), 7.l9(1H,m), 7.33~7.37(1H,m), 7.51-7.63(3H,m), 
8.02-8.07(1H,m) 

In substantially the same manner as Working Example 17, the 
following compounds (Working Examples 27-29) were synthesized. 

[0068] 

Working Example 27 

1 — (Ethoxycarbonyloxy)ethy1 2—ethoxy—1 [[2* (1H—tetrazol—5—y1) — 
bipheny1-4-y1]methyl]benzimidazole-7-carboxylate 
Yield: 44*, m.p.: 85-87°C 



Elemental Analysis for C 29 H2sN«0s.O. 3 H 2 O: 

C<36) H(%) N(*) 

Calcd.: 61.98; 5.13; 14.95. 

Found : 62.11; 5.02; 14.69 

'H-NMR(200MHz,CDC1 3 ) <5 : 1.20(3H,t), 1.30(3H,d), 1.41(3H,t), 

4.03-4.22(3H,m), 4.31-4.47(1H,m), 5.61(2H,s), 6.62-6.72(3H,m), 
6.80-6.95(4H,m), 7.29-7.32(1H,m), 7.47(1H,dd), 7.54-7.64(2H,m), 
7.97-8.01(1H,m) 

[0069] 

Working Example 28 

1-Acetoxyethy1 2-ethoxy-1 -[[2'-(1H-tetrazol-5-y1)bipheny1-4-y1]- 
methyl]benzimidazole-7-carbbxylate 

Yield: 31*, m.p.: 105-107°C 
Elemental Analysis for C 2S H26N60s.0.5Hz0: 

C(*) H(*) N(£) 

Calcd.: 62.80; 5.08; 15.69 

Found : 62.77; 4.69; 15.85 

1 H-NMR(200MHz,CDC1 3 ) 6 '• 1.46(3H,t), 1.49(3H,d), 4.47-4.62(2H,m), 
5.59(1H,d), 5.83(1H,d), 6.84(1H,q), 6.90(2H,d), 7.03(2H,d), 
7.11(1H,t), 7.34-7.39(1H,m), 7.49(1H,d), 7.53-7.61(3H,m), 
8.07-8.11(1H,m) 

[0070] 

Working Example 29 

1-(Isopropoxycarbonyloxy)ethyl 2-ethoxy-1-[[2’-(1H-tetrazol-5-yl)- 
biphenyl-4-yl]methyl]benzimidazole-7-carboxylate 

Yield: 33%, m.p.: 74-76°C 
Elemental Analysis for CjoHsoNeOs.l. 5 H 2 O: 

C(%) H(J6) N(*) 

Calcd.: 61.95; 5.72; 14.45 

Found : 62.02; 5.43; 14.20 


1 H-NMR(200MHz,CDC1 3 )6 ‘ 1.20(3H,d), 1 . 21 ( 3 H,d), 1.30(3H,d), 

1.42(3H,t), 4.08-4.24(1H,m), 4.34-4.50(1H,m), 4.79(1H,m), 

5.61(2H,s), 6.62-6.75(3H,m), 7.27-7.32(1H,m), 7.48(1H,dd), 
7.54-7.64(2H,m), 7.98-8.03(1H,m) 

[0071] 

Working Example 30 

2-Methylamino-1-[[2'-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 
benzimidazole-7-carboxylic acid 

The above compound was synthesized by substantially the same 
manner as Working Examples 14 and 21. 

Yield: 40J6, m.p. : 247-250°C (decomp.) 

Elemental Analysis for C 23 Hi 9 N 7 O 2 . 2 .OH 2 O: 

C(*) H(%) N(2) 

Calcd.: 59 . 86 ; 5.02; 21.25 

Found : 59.99; 4.89; 21.36 

1 H-NMR(200MHz, CDCI3) 6 ' 2.94(3H,s), 5.64(2H,s), 6.82(2H,d), 

6 .99(2H,d), 7.02(1H,t), 7.31(1H,d), 7.42-7.63(5H,m) 

In substantially the same manner as Working Example 16, the 
following compounds (Working Examples 31-33) were synthesized. 

[0072] 

Working Example 31 

Cyclohexylcarbonyloxymethyl 2—ethoxy—1 — [[2'—(1H—tetrazol—5—yl)— 
biphenyl-4-yl]methyl]benzimidazole-7-carboxylate 

Yield: 54J6, m.p.: 140-142°C 
Elemental Analysis for C 32 H 32 N 6 O 5 : 

C(*) H(*) N(%) 

Calcd.: 66.19; 5.55; 14.47 

Found : 65.93; 5.46; 14.39 

1 H-NMR(200MHz,CDC1 3 ) 6 : 1.21-1.87(13H,m), 2.20-2.32(1H,m), 

4.47(2H,q), 5.60(2H,s), 5.73(2H,s), 6.86(2H,d), 7.07(1H,t), 



7.27-7.40(3H,m), 7.54-7.61(2H,m), 8.05-8.09(1H,m) 

[0073] 

Working Example 32 

Benzoyloxymethyl 2-ethoxy-1-[[2'-1H-tetrazol-5-yl)biphenyl-4-yl]- 
methy1]benzimidazole-7-carboxylate 

Yield: 472, m.p.: 138-142°C 
Elemental Analysis for C, 2 H 2 sN«0s.0.5H*0.0.1C»Hs0 2 : 

C(2) H(2) N(2) 

Calcd.: 65-67; 4.76; 14.18 

Found : 65.71; 4.66; 13.96 

1 H-NMR(200MHz,CDC1 3 ) 5: 1.43(3H,t), 4.36(2H,q), 5.60(2H,s), 
5.98(2H,s), 6.74(4H,s), 6.99(1H,t), 7.09-7.14(1H,m), 

7.21-7.36(3H,m), 7.50-7.59(4H,m), 7.90(2H,d), 8.02-8.06(lH,m) 
[0074] 

Working Example 33 

(E)-cinnamoyloxymethyl 2-ethoxy-l-[[2*-(1H-tetrazol-5-yl)biphenyl-4- 
y1]methyl]benzimidazole-7-carboxylate 
Yield: 562, m.p.: 146-147°C 


Elemental Analysis for 

C,«H28N605.0.4C»H 8 02: 

C(2) 

H(2) 

N(2) 

Calcd.: 67.16; 

5.07; 

13.20 

Found : 66.97; 

4.86; 

13.28 

, H-HMR(200MHz,CDC1 3 )6 

: 1.44(3H,t), 4.45(2H,q), 5.61(2H,s), 


5.87(2H,s), 6.33(1H,d), 6.84(2H,d), 6.96(2H,d), 7.05(1H,t), 

7 . 31 -7.57(1 OH,m), 7.65(1H,d), 8.00-8.04(1H,m) 

In substantially the same manner as Working Examples 16 and 
17, the following compounds (Working Examples 34-36) were synthesized. 


[0075] 

Working Example 34 

Cyclopentylcarbonyloxymethyl 2-ethoxy-1-[[2'-(1H-tetrazol-5-yl)- 
biphenyl-4-yl]methyl]benzimidazole-7-carboxylate 
Yield: 54%, m.p.: 136-138°C 
Elemental Analysis for C 3 ,H 3 oN 6 05 : 

C(%) H(%) N(%) 

Calcd.: 65.71; 5.34; 14.83 

Found : 65.59; 5.33; 14.67 

'H-NMR(200MHz,CDC1 3 ) 8 : 1.41-1.84(11H,m), 2.61-2.76(1H,m), 

4.43(2H,q), 5.61(2H,s), 5.72(2H,s), 6.84(2H,d), 6.96(2H,d), 

7.05(1H,t), 7.22-7.26(1H,m), 7.35-7.39(1H,m), 7.53-7.61(3H,m), 
8.03-8.08(1H,m) 

[0076] 

Working Example 35 

Pivaloyloxymethyl 2-ethylamino-1 -[[2'-(1H-tetrazol-5-yl)biphenyl-4- 
y1]methyl]benzimidazole-7-carboxylate 
Yield: 59%, m.p.: 130-135°C 
Elemental Analysis for C 3o H3iN70*.0.4CHCl3.0.2HzO: 

C(%) H(%) N(%) 

Calcd.: 60.36; 5.30; 16.21 

Found : 60.20; 5.20; 16.08 

1 H-HMR(200MHz,CDC1 3 ) S ' 1.12(9H,s), 1 . 20 ( 3 H,t), 3.43(2H,q), 

5.52(2H,s), 5.81(2H,s), 6.80(2H,d), 6.99(2H,d), 7.08(1H,t), 
7.24(1H,dd), 7.43-7.68(5H,m) 

[0077] 

Working Example 36 

1 -(Cyclohexyloxycarbonyloxy)ethyl 2-ethylamino-1-[[2'-(1H-tetrazol-5- 
yl)biphenyl-4-yl] methyl]benzimidazole-7-carboxylate 

Yield: 76%, m.p.: 149-152°C 


Elemental Analysis for C, 3 H 3 sNtOs.0.5H 2 0: 

C(*) H(*) N(£) 

Calcd.: 64.06; 5.86; 15.85. 

Found : 64.27; 6.02; 15.86 

1 H-NMR(200MHz,CDCl J ) 6 ■ 1.12-1.88(16H,m), 3.38-3.47(2H,m), 

4.48-4.59(1H,m), 5.51(2H,s), 6.75-6.88(5H,m), 7.04(1H,t), 
7.29-7.40(2H,m), 7.47-7.51(3H,m), 7.91-7.95(1H,m) 

[0078] 

Experimental Example 1 

Inhibition of binding of angiotensinJ to angiotensin 
receptor 

[Method] 

An experiment of inhibition on the binding of angiotensin ]I 
(An) to AH receptor was conducted by modifying the method of 
Douglas et al. [Endocrinology, 102, 685-696 (1978)]. An An 
receptor membrane fraction was prepared from bovine adrenal cortex. 

The compound of the present invention (10 "*M or 10" 7 M) 
and 1 * 5 I-angiotensin n ( 125 I-AH) (1.85 kBq/50#l) were added to 
the receptor membrane fraction, and the mixture was incubated at room 
temperature for one hour. The receptor-bound and free ,16 I-An 
were separated through a filter (Whatman GF/B filter), and the 
radioactivity of ,25 I-An bound to the receptor was measured. 
[Results] 

The results relating to the compounds of the present 
invention are shown in Table 1. 


[ 0079 ] 


Experimental Example 2 

Inhibitory effect of the compound of the 
present invention on pressor action of AH 

[Method] 

Jcl : SD rats (9 week old, male) were employed. On the 
previous day of the experiment, these animals were applied with 
cannulation into the femoral artery and vein under anesthesia 
with pentobarbital Na. The animals were fasted but allowed to 
access freely to drinking water until the experiment was started. 
Just on the day of conducting the experiment, the artery cannula was 
connected with a blood-pressure transducer, and the average blood 
pressure was recorded by means of polygraph. Before administration 
of the drug, the pressor action due to intravenous administration of 
AH (100 ng/kg) as the control was measured. The drugs were orally 
administered, then, at each point of the measurement, AH was 
administered intravenously, and the pressor action was similarly 
measured. By comparing the pressor action before and after 
administration of the drug, the percent inhibition by the drug on 
AH "induced pressor action was evaluated. 

[Results] 

The results relating to the compounds of the present 
invention are shown in Table 1. 

[Table 1] 

[Table 2] 


[ TABLE 1 ] 
TABLE 1 


Angiotensin II Antagonistic 
Action of Benzimidazole 
Derivatives 





Working 

Example 

No. 

R> 

Y 

R 2 

R' 

Radioreceptor 
Assay(Inhibition^) 
1x10 " T M 1x10 -‘M 

Pressor Response 
to AH (p.o.) 
3mg/kg 

1 

Et 

0 

Tet 

COOEt 

46 

82 

+++ 

a) 

2 

Et 

0 

Tet 

COOH 

61 

91 

+++ 


3 

Pr 

0 

Tet 

COOEt 

16 

48 

+ + + 


4 

Pr 

0 

Tet 

COOH 

40 

79 

+ + + 


6 

Me 

S 

Tet 

COOEt 

2 

26 

' + 


7 

Me 

S 

Tet 

COOH 

51 

82 

+ + + 


8 

Et 

S 

Tet 

COOEt 

17 

54 

++ + 


9 

Et 

S 

Tet 

COOEt 

41 

80 

+++ 


10 

Pr 

S 

Tet 

COOEt 

7 

32 

NT 


11 

Pr 

S 

Tet 

COOH 

6 

50 

+ + + 


12 

Et 

0 

Tet 

COOMe 

58 

89 

+ + + 


13 

Et 

NH 

Tet 

COOEt 

54 

83 

+ + + 


14 

Pr 

NH 

Tet 

COOEt 

0 

II 

COOCHzOCtBu 

45 

57 

NT 

b) 

16 

Et 

0 

Tet 

74 

94 

+++ 


CH 3 0 

cooiH-oco-Q 

17 

Et 

0 

Tet 

32 

77 

+++ 


18 

Me 

0 

Tet 

COOMe 

17 

67 

+++ 


19 

Me 

0 

Tet 

COOH 

66 

88 

+++ 


20 

Et 

NH 

Tet 

COOH 

84 

96 

+++ 
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TABLE 2 (continued) 


Working 

Example 

No. 


H 

R 2 

R' : 

Radioreceptor 

Assay 

1x10 " T M 1x10 -‘M 

Pressor Response 
to ah (p.o.) 
3 mg/kg 

21 

Pr 

NH 

Tet 

C00H 

0 

X 

C00CH, Q \—( 

CH. 

67 

92 

+ + 

22 

Et 

0 

Tet 

66 

91 

+ + + 

23 

Et 

0 

Tet 

COOCHzOCOCHj 

63 

92 

+ + + 

24 

Et 

0 

Tet 

COOCHjOCOEt 

44 

84 

+ + + 

25 

Et 

0 

Tet 

COOCHiOCOPr 

48 

84 

+ + + 

26 

Et 

0 

Tet 

COOCHiOCOiPr 

55 

85 

+++ 

27 

Et 

0 

Tet 

CHj 0 

1 II 

COOCH-OCOEt 

42 

81 

+ + + 

28 

Et 

0 

Tet 

CHj 0 

1 II 

C00CH-0CCH] 

63 

91 

++ + 

29 

Et 

0 

Tet 

CHj 0 

COO(!:H-OCOiPr 

31 

76 

+++ 

30 

Me 

NH 

Tet 

COOH 

41 

79 

NT 

31 

Et 

0 

Tet 

COOCHzOCO -Q 

55 

84 

+++ 

32 

Et 

0 

Tet 

COOCHzOCO -<2> 

37 

69 

+++ 

33 

Et 

0 

Tet 

C00CH=CH -<£) 

44 

81 

+++ 

34 

Et 

0 

Tet 

COOCH 2 OCO -Q 

54 

89 

+++ 

35 

Et 

NH 

Tet 

COOCH 2 OCOtBu 

CH] 0 

coocSh-oco-Q 

48 

87 

+++ 

36 

Et 

NH 

Tet 

19 

61 

+++ 


a) +++ £ 70% > ++ ^ 50% ^ + > 30% > - 

b) NT, not tested 







[Name of Document] ABSTRACT 

[ABSTRACT] 

[OBJECT] The present invention provides novel benzimidazole 
derivatives which have strong angiotensinn antagonistic action 
and are clinically useful as therapeutic agents for the treatment of 
circulatory diseases such as hypertensive diseases, heart diseases, 
strokes, etc. 

[SUMMARY] Novel benzimidazole derivatives of the formula: 

[Chemical 1] 



wherein the ring A is a benzene ring which may optionally contain 
substitution in addition to the R'group; R l is hydrogen or an 
optionally substituted hydrocarbon residue; R 2 is a group capable of 
forming an anion or a group convertible thereinto; X is a direct 
bond or a spacer having an atomic length of two or less between the 
phenylene group and the phenyl group; R' is carboxyl, an ester 
thereof or an amide thereof; Y is -0-, -S(0)„- or —N(R % )— wherein 
m is an integer of 0, 1 or 2 and R 4 is hydrogen or an optionally 
substituted alkyl group; and n is an integer of 1 or 2; and the 
salts thereof. 

[SELECTED FIGURE] None. 



